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(57) Abstract 

Bis-benzimidazole compounds of general formula (I) in which R^ R^. R^ and R^ are hydrogen, hydroxy or halogen. R^ and R^ are 
hydrogen, or (Ci-C4)-alkylJl6 and R^ are hydrogen, or (Ci-C6>-alkyl. hydroxy, halogen, or (Ci-C6)-alkoxy, R^. R»o and R> « are hydrogen, 
halogen, nitro. cyano or trifluoromcthyl. and A is a non-aromatic 5-7-membered N-heterocycle. etc. process for their preparation and their 
use for treating diseases associated with tryptase activity including allergic, inflammatory and related immunological diseases, in particular 
asthma, allergic rhinitis, allergic conjunctivitis and allergic dermatitis. 
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DESCRIPTION 
NEW BIS-BENZIMIDAZOLES 

TECHNICAL FIELD 

This invention relates to novel bis-benzimidazoles, processes for their preparation and 
their use for the prophylaxis and treatment of diseases associated with tryptase activity, in 
particular for the treatment of asthma and allergic rhinitis. 

BACKGROUND ART 

Human tryptase is a structurally unique and essentially mast cell specific trypsin like 
serine protease which has been suggested to play a central role in a number of mast cell 
mediated allergic and inflammatory diseases (Drugs of the Future 1996, 21, 811; Exp. Opin. 
Invest. Drugs 1997, 6, 811). The scope of this role is determined in part by the fact that nnast 
cells are found widely distributed throughout the body as a heterogeneous and potentially site 
specific cell type (J. Leukoc. Biol. 1997, 61, 233-245; J. Exp. Toxic. Pathol. 1997, 49, 409^24). 
Elevated levels of tryptase have been detected in a number of diseases, including asthma, 
allergic conjunctivitis, allergic iWnitis, rheumatoid athritis, multiple sclerosis, and interstitial 
cystitis (Drugs of the Future 1996, 21, 811). Unlike other protease associated with mast cells, 
such as chymase, carboxypeptidase A, and cathepsin Q tryptase is present in virtually all mast 
cells including those in gut mucosa, alveolar interstitium, and dermis (Immunol. Res. 1989, 8, 
130). 

Tryptase is the major secretory proteinase in both the MCcr and MCt mast cell lines, 
which contain approximately 35pg and llpg of the enzyme, respectively, per cell. This quantity 
of tryptase may represent up to 25% of tiie total protein content of the mast cell (J. Immunol. 
1987, 138, 2611). Cloning and sequencing efforts have revealed that tryptase is comprised of a 
family of several highly conserved enzymes which share 90-98% sequence homology The 
crystal structure of p-tryptase complexed with 4-amidinophenyl pyruvic acid has recently been 
reported (Nature 1998, 392, 306), which sheds significant light on the structure and unique 
biochemical properties of human tryptase. The active tetramer consists of a flat and nearly 
square assembly of monomers held together through hydrophobic surfece contact interactions 
and heparin association. Each of the four monomer active sites faces the interior of an oval 
central cavity with the corresponding distances between adjacent active sites in the range of 20- 
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40 A. The size of this central cavity and proximity of adjacent monomers limits accessibility of 
large protein substrates and inhibitors, making tryptase structurally well-suited for the task of 
selective neuropeptide and protein processing. 

In broad terms, the scope of biochemical functions and the corresponding 
physiological consequences of tryptase proteolytic activity in vivo is defined by its substrate 
specificity, regulation, and by the complex distribution of mast cells throughout the body. The 
immediate consequence of mast cell stimulation and degranulation is the release of active p- 
tiyptase along with other mediators, which then initiates the proteolytic cleavage of specific 
pq)tide and protein substrates. These substrates can by classified into fluee general ^es: 
neuropeptides, active daughter enzymes and zymogen proteins, and cell surfece receptors, each 
of which may have complex biochemical and physiological significance. 

The crystal structure of p-tryptase provides insight into the enzyme's unique substrate 
specificity and resistance to endogenous inhibitors. The central cavity of tryptase, >vhich 
contains the active site domain, has limited accessibility due to the proximity and arrangement 
of adjacent monomers. This structural feature limits the substrate femily to small, 
conformationally flexible peptides and to proteins which can project cleavable surface loops 
into the active site cavity and provides a rationale for tiie limited number of physiologically 
relevant tryptase substrates and inhibitors which have been identified. 

The biological activities of tryptase in vitro can be divided into two main categories 
(Exp. Opin. Invest. Drugs 1997, 6, 811): 
1. Cleavage of proteins/peptide substrates: 

•Cleavage and inactivation of fibrinogen 

-Degradation of vasoactive intestinal peptide (VIP), peptide histidine methionine 
(PHM), calcitonin gene-related peptide (CGRP) and kinetensin 
-Activation of pro-urokinase, pro-MMP 3 ( pro-matrix metaUoprotease 3) 
-Degradation of fibronectin 
-Degradation of Type IV collagen 
-Cleavage of 72 kDa gelatinase 

-Generation of bradj^inin from high and low molecular weight kininogen 
-Activation of prekallikrein 



2. Activation of cellular targets, cellular responses: 
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- Proliferation of fibroblasts, smooth muscle cells and epithelial cells 

- Potentiation of histamine-induced bronchoconstruction 

- Release of eosinophil cationic protein from eosinophils 

- Histamine release from mast cells 

- IL-8 production by epithelial cells 

- Increased ICAM-1 expression on epithelial cells 

- Signalling in human vascular endothelial cells via cleavage of PAR-2 

(proteinase activated receptor) 

Tiyptase induced cytokine production or cellular degranulation by specific cell types. 
Tryptase stimulated interleukin-8 (IL-8) production by epithelial cells and stimulated histamine 
release from mast cells. Tryptase may also have direct effects on eosinophils, acting both as a 
chemoattractant and an inducer of the release of eosinophil cationic protein. These efifects on 
mast cells and eosinophils may be particularly relevant in terms of the role of tiyptase in asthma 
(Exp. Opin. Invest. Drugs 1997, 6, 811). 

Researchers have also reported that tryptase effectively cleaves 72 kDa gelatinase, 
fibronectin and intact type IV collagen microfibrils (J. Cell. Biochem. 1992, 50, 337; Biochem. 
Biophys. Res. Commun. 1993. 191, 1230). The observed cleavage of gelatinase and fibronectin 
suggests that tryptase may fimction in the normal regulation of extracellular matrix turnover 
through a direct proteolytic mechanism. Such activity is important for tissue growdi and 
remodeling, cell migration and wound healing and probably to tumor metastasis as well. Type 
IV collagen is proposed to link major elements of the extracellular matrix and is associated in 
particular with connective tissues. The degradation of type IV collagen may be of significance 
in certain pathological conditions involving the degradation and chronic inflammation of 
connective tissue and skin, such as arthritis, atopic dermatitis and psoriasis. 

Another pathway by which tryptase may indirectly initiate extraceUular matrix 
degradation is through tiie activation of matrix metalloproteinases (Exp. Opin. Invest. Drugs 
1997, 6, 811). The cascade is likely initiated tiirough the cleavage of prostromelysin or pro- 
matrix metalloproteinase 3 (proMMP-3) by tryptase. Once activated, MMP-3 can degrade 
proteoglycans, fibronectin and laminin as well as type IV and type IX collagen. Synovial 
procollagenase is activated by tryptase in vitro, and this activity is entirely dependent upon the 
enzymatic activation of MMP-3 (J. Clin. Invest. 1989, 84. 1657; J. Immunol. 1988, 140. 3936). 
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As a result, tryptase may function in a number of pathological conditions where 
MMP activity and cartilage degradation is involved, as well as at sites of collagen deposit in 
diseases such as arthritis, chronic peridontitis, rheumatiod synovium and sclerosis. More recent 
studies demonstrated a potential connection between tryptase activation of pronnatrix 
metalloproteinase-S and bronchiectasis, a chronic lung disorder characterized by degradation of 
airway and lung tissue extracellular matrix (Eur. Respir. J. 1997, 10, 2788^. In this study, a 
comparison of the bronchoalveolar lavage (BAL) fluid from subjects with bronchiectasis and 
healthy controls showed a strong correlation of tryptase activity with endogenous collagenase 
activation. These studies also demonstrated that the plasminogen activator-plasmin cascade, an 
alternative matrix degradation pathway, was down-regulated, supporting the importance of a 
tryptasc-mediated MMP cascade in lung inflammatory disease. 

Single-chain urinary type plasminogen activator (u-PA) is activated by tryptase and is 
also implicated in the degradation and remodeling of extracellular matrix including fibrinolysis, 
wound heahng, and tumor metastasis (J. Biol. Chem.1994, 269, 9416-9419). 

Tryptase has been shown to act as a mitogen for cultured human endothelial cells in 
vitro and may function in this context in the process of neovascularization (J. Allergy CUtl 
Immunol. 1998, 101, SUO). Thus, tryptase activity may be at the center of several physiological 
pathways that modulate cell growth and pathological conditions associated with hyperplasia. 

The most direct evidence for the involvement of tryptase proteolytic activity in human 
asthma pathology has been obtained by Axys Pharmaceuticals Inc. using the tryptase inhibitor 
APC-366 in preclinical and clinical studies (Am. J. Respir. Crit, Care Med. 1995, 152, 2076; 
R&D Focus Drug News 18 May 1998). A recent phase Ila study was conducted with 16 mild 
asthmatics who were dosed with either placebo or a nebulized formulation of the tryptase 
inhibitor. During APC-366 dosing, subjects had a statistically significant improvement in overall 
m^ area under the curve (AUC) for the late airway response of 33% (p=0.012) and a mean 
maximum fell in FEVl (forced expiratory volume in one second) of 21% (p=0.007) for LAR 
(late airway hyperresponsiveness), than compared to the results during placebo. Numerous 
reports of elevated mast cell tryptase levels in patients with seasonal allergic rhinitis and 
conjunctivitis and related allergic responses provide an compelling argument for the 
development of tryptase inhibitors for the treatment of alleigic, inflanunatory and related 
immunological diseases (Brit. J. Anaesthesia 1998, 80, 26; Clin. Exp. Allergy 1998, 28, 83; 
Allergy 1997, 1102, 52; Clin. Exp. Allergy 1998, 28,220; Ophthalmology 1997, 104, 849-853), 

A number of further diseases or conditions are thought to be mediated by tryptase 
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activity. These include: metastasis of tumor cells (Drugs of the Future 1996. 21. 811). 
anaphylaxis, mastocytosis, scleroderma, skin diseases such as urticaria, atopic demiatitis. 
bullous pemphigoid, psoriasis (Exp. Opin. Invest. Drugs 1997. 6, 811), pulmonary fibrosis, 
interstitial pneumonia, nephritis, hepatic fibrosis, hepatitis, hepatic cirrhosis. Crohn's disease, 
ulcerative colitis, nasal allergy, peptic ulcers, gastric disease induced by non-steroidal 
inflammatory agents, cardiac inferction, disseminated intravascular coagulation, pancreatitis, 
multi organ failure (WO 9737969). interstitial lung diseases, gingivitis, peridontitis. virus 
infections (e.g. influenza virus, Sendai virus, human immunodeficiency vims), breast cancer 
(Structure 1997, 5, 1465). ocular allergy (including atopic, vernal and giant papUlary 
keratoconjunctivitis, contact blepharoconjunctivitis, Exp. Opin. Invest. Dmgs 1998. 7, 27), 
bladder cancer (Histochemical J. 1997, 29. 759), fibrotic diseases such as fibrotic lung disease, 
artherosclerosis. and cardiomyopathic disorders (J. Immunol. 1997. 158. 2310; FASEB J. 1998. 
12 A434) syncytial virus infections (J. Med. Chem. 26. 294 (1983)) and diseases in which 
m^x metalloproteases are activated (Current Pharm. Design. 1997. 3. 45; Current Pharm. 
Design 1996. 2, 624; Exp. Opin. Ther. Patents 1995, 5. 1087). 

Tiyptase inhibitors have been described in WO 9737969, WO 9609297 and WO 
9420527. The new bis-benzimidazoles are tryptase inhibitors which interact with the catalytic 
Ser and His residues through the intermediacy of divalent zinc as described by Katz et al. 
(Nature 1998, 391, 608). Even low concentrations of ambient zinc will enhance the potency of 
these inhibitors substantially in vitro (Ange%v. Chem. 1998, 110, 1939). 

DISCLOSURE OF INVENTION 

The invention relates to novel bis-benzimidazoles, processes for their preparation and 
their use for the prophylaxis and treatment of diseases associated with tryptase activity, 
including allergic, inflammatory and related immunological diseases, in particular for the 
treatment of asthma, allergic rhinitis, allergic conjunctivitis and allergic dermatitis. 

The invention relates to compounds of the general formula G) and their tautomeric and 
Stereoisomeric forms 






7R' 




c 













.10 (D 
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in which 

R*, R^ and R'* are identical or different and represent hydrogen, hydroxy or halogen, 

R^ and R' are identical or different and represent hydrogen, or straight-chain or branched (Cr 

C4)-alkyl, 

and R*^ are identical or different and represent hydrogen, straight-chain or branched 
(C,-C6)-alkyl, hydroxy, halogen, or straight-chain or branched (CrC6)-alkoxy, 
R^ R*° and R^^ are identical or different and represent hydrogen, halogen, nitro, cyano or 
trifluoromethyl, 
and 

A represents a residue of a formula 




wherein 

R*^ and R'' are identical or different and denote hydrogen, halogen, nitro, cyano, 
straight-chain or branched (C| - C6)-alkyl or (Cj - C6)-alkoxy, or hydroxy, 

or 

A represents a non-aromatic 5- to 7-membercd N-heterocycle which is bound over the nitrogen 
atom and which optionally contains an oxygen atom or a residue -NR'^ or -CH-R*^, 

wherein R'"* and R*^ are identical or different and denote hydrogen, (C3 - Ca)- 
cycloalkyl, or denotes straight-chain or branched (Ci - C4>alkyl, which is optionally 
substituted by (C^ - C,o)-aryl, 

or denote (C^ - Cio)-aryl or a 5- or 6-membered aromatic or non-aromatic heterocycle 
havmg up to 3 heteroatoms from the series comprising N, S and/or O, and which, in 
the case of the non-aromatic heterocycle, is optionally bound over a nitrogen atom and 
wherein the aryl and the heterocycle are optionally mono- to tri-substituted by 
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identical or different substitutents from the series cornprising halogen, nitro. cyano. 
hydroxy, trifluormethyl or a residue of the formula -NR'« R", 
in which 

R'* and R" are identical or different and denote hydrogen, straight^hain or branched 
(C- O-alkyl or (C. - C.)-acyl, or a residue -SO,-CF, or R- and R" fan. together 
with the nitrogen atom a non-aromatic 5- to 7-membered heterocycle. optionally 
having a fiirther oxygen atom or a residue -NH, 



or 



R" denotes a residue of the formula -SO2-R'*, 
in which 

R'" denotes (Ce - C.o)-aryl. or straight-chain or branched (C. - CO-alkyl. 



or 



A represents a residue of the formula -NR'Tl'*°, 
in which 

denotes hydrogen, straight-chain or branched (C^ - C4)-alkyl, 
denotes a residue of a formula -D-E-R^\ 
in which 

D denotes a straightK:hain or branched (C, - O-alkyl chain, 
E denotes an oxygen atom or a bond 

and . 
R- denotes (C. - C.o)-aryl or a 5- or 6-membered aromatic heterocycle havmg up to 3 

heteroatoms from the series comprising N, S and/or O, 

which are optionally mono- to tri-substituted by nitro, cyano. halogen, tetrazolyl or by 
a residue of the formula -NR^", 
in which 

R- and R- are identical or different and denote hydrogen, straight-chain or branched 
(C. - CHcyl or (C. - O-alkyl. or R" denotes hydrogen and R« denotes a residue 
-SOi-CFj. 

The new bU-benzimidazoles according to the invention can also be present in the form 
of their salts. In general, salts with organic or inorganic bases or acids may be mentioned here. 
Physiologically acceptable salts are preferred inthe context of the present invention. 

Physiologically acceptable salts can also be salts of ti.e compounds according to the 
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invention with inorganic or organic acids. Preferred salts here are those with inorganic acids 
such as, for example, hydrochloric acid, hydrobromic acid, phosphoric acid or sulphuric acid, or 
salts with organic carboxylic or sulphonic acids such as, for example, acetic acid, maleic acid, 
fiimaric acid, malic acid, citric acid, tartaric acid, ethanesulphonic acid, berzenesuiphonic acid, 
toluenesulphonic acid or naphthalenedisulphonic acid. 

The compounds according to the invention can exist in stereoisomeric forms which 
either behave as image and mirror image (enantiomers), or which do not behave as image and 
mirror image (diastereomers). The invention relates both to the antipodes and to the racemate 
forms, as well as the diastereomer mixtures. The racemate forms, hke the diastereomers, can be 
separated into the stereoisomerically uniform constitutents in a known manner. 

A non-aromatic 5- to 7-membered heterocycle in general represents morpholinyl, 
piperidinyl, piperazinyl or l,4-diazacyclohq)tyl. 

The following are mentioned as preferred: piperidinyl, piperazinyl or 1,4- 
diazacycloheptyl. 

Heterocycle in general represents a 5- to 7-membered aroniatic or non-aromatic, 
preferably 5- to 6- membercd, saturated or unsaturated ring which can contain up to 3 oxygen, 
sulphur and/or nitrogen atoms as heteroatoms. 

The following are mentioned as preferred: thienyl, furyl, pyrrolyl, pyridyl, pyrimidyl, 
pyrazinyl, pyridazinyl, thiazolyl, dihydrothiazolyl, isothiazolyl, oxazolyl, benzoxazolyl, 
isoxazolyt, imidazolyl, morpholinyl, pyrrolidinyl, piperidyl, piperazinyl, oxazolinyl ortriazolyl. 

Preferred compounds of the general formula (I) are those, 

in which 

R', R^, R^ and R'*are identical or dififerent and represent hydrogen, hydroxy or fluorine, 

wherein at least one of the above mentioned substituents K\ R^, or R^ is different 
from hydrogen, 

R^ and R^ are identical or dififerent and represent hydrogen, methyl, ethyl or isopropyl, 

R*and R' are identical or different and represent hydrogen, straight-chain or branched (Cj-C^)- 

alkyl, hydroxy, or fluorine, 

R^ R'*^and R" are identical or dififerent and represent hydrogen, fluorine, chlorine or cyano, 
and 

A represents a residue of the formula 



wo 00/20401 



PCT/JP99/053I9 



9 




H 





— N N— R 

wherein 



or 



and R" are identical or different and denote hydrogen, fluorine, chlorine or cyano. 
R'" R'* and R" are identical or different and denote hydrogen, cyclopropyl, 
cyclobutyl. cyclopentyl, cyclohexyl, cycloheptyl. or denote straight-chain or branched 
(C, - Cj)-alkyl, which is optionally substituted by phenyl, 

or denote phenyl, pyrimidyl. pyridyl or piperidinyl which are optionally substituted by 
fluorine, chlorine, nitro, cyano or a residue of the formula -NR"R", 
in which 

R^^ and R^^ are identical or diflferent and denote hydrogen, straight-chain or branched 

(C, - C3)-alkyl or (C, - C,) acyl, or a residue -S0rCF3. 

or 

R*^ denotes a residue of the formula -S02-R*^ 
in which 

R»« denotes phenyl, or straight^hain or branched (C, - Cj^alkyl, 



or 



A represents a residue of the formula -NR'^^, 
in which 

R»' denotes hydrogen, or straight-chain or branched (C^ - C3)-alkyl 
and 

R^ denotes a residue of the formula D-E-R^\ 
in which 
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D denotes a straight-chain or branched (Cj - C5)-aIkyl chain, 

E denotes an oxygen atom or a bond 

and 

R^' denotes phenyl or pyridyl, which are optionally monosubstituted or disubstituted 
by nitro, cyano, fluorine, chlorine, tetrazolyl or by a residue of the formula -NR^R^, 
in which 

R^ and R^ are identical or different and denote hydrogen, straight-chain or branched 
(C, - C^-acyl or R^ denotes hydrogen and R^ denotes a residue -SO2-CF3. 

Particularly preferred compounds of the general formula (I) are those, 

in which 

R\ R\ IC and R"* are identical or different and represent hydrogen, hydroxy or fluorine, 
wherein two or three of the above mentioned substituents R*, R^ R^ or R^ are different from 
hydrogen, 

R^ and R* are identical or different and rq)resent hydrogen, methyl or isopropyl, 

R* and R' are identical or different and represent hydrogen, straight-chain or branched (C, - Cj)- 

alkyl, hydroxy, or fluorine, 

R^ and R" are identical or different and represent hydrogen or fluorine, 
and 

A represents a residue of the formula 



O 




wherein 

R'^ and R'^ are identical or different and denote hydrogen or fluorine 
and 
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R'* R'* and R" are identical or different and denote hydrogen, cyclopentyl, 
cyclohexyl. cycloheptyl. or denote straight^hain or branched (C, - C3)-alkyl, which is 
optionally substituted by phenyl, or denote phenyl, pyrimidyl. pyridyl or piperidinyl, 
which are optionally substituted by fluorine, nitro. cyano or a residue of the formula - 

NR"R", 
in which 

and R^'are identical or different and denote hydrogen, straight^hain or branched 
(Ci - C3)-alkyl» ^ residue -SO2-CF3. 
or 

R''^ denotes a residue of the formula -SOj-R'', 
in which 

R^® denotes phenyl or methyl. 



or 



A represents a residue of the formula -NR'^R^, 
in which 

R^* denotes hydrogen or methyl 
and 

R^ denotes a residue of the formula -D-E-R , 
in which 

D denotes a straight-chain or branched (C, - C4)-alkyl chain, 

E denotes an oxygen atom or a bond 

and 

R« denotes phenyl or pyridyl. which are optionaUy monosubstituted or 
disubstituted by nitro. cyano, fluorine, tetrazolyl or by a residue of the formula - 

NR^", 
in which 

R« and R" are identical or different and denote hydrogen, straight-chain or branched 
(C, - C,)-acyl, or R« denotes hydrogen and R» denotes a residue -SOrCF,. 

Very particularly preferred compounds of the general formula (1) are those, 
inwhichR' R' and RVe identical or different and represent hydrogen or fluorine, 
wherein two or three of the above mentioned substitutents K\ R\ or R^ are different from 
hydrogen. 
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R* denotes hydrogen and R* denotes methyl, 

and R' are identical or different and represent hydrogen, methyl or fluorine, 
R', R"* and R" are hydrogen, 
and 

A represents a residue of the formula 

wherein 

R*^' denotes phenyl, which is optionally substituted by fluorine, cyano or a 
residue .NHSO2CF3. 



or 

A represents a residue of the formula -NR'^^, 
in which 

R*' denotes hydrogen, 

R^ denotes a residue of the formula -D-E-R^', 
in which 

D denotes (CH2)2-group, 
E denotes an oxygen atom 
and 

R^* denotes phenyl, which is optionally monosubstituted or disubstituted by fluorine or 
cyano. 

Processes for the preparation of compounds of the general formula (I) have 
additionally been found characterized in that 
lAl compounds of the general formula (II) 
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in which 

R' K\ R', R\ R*. R*. R'. R'' R'' ^" ^^"^ ^^"^^ 

or'their reactive derivatives on the carboxyl radical 
are reacted wth compounds of the general formula (HI) 

A-H (HI) 

in which 

A has the above mentioned meaning, 

t U..« so>ve«s. if app.opH,» in *c p,»»c= of a base a»d/or i= *e P«sc„« of a^»^ 
reagents. 



fBl compounds of the general formula (TV) 




(IV) 



7!Tk\ k: R'. R' a«i R' have ftc above o,».Uo«d m.a,u„8, and R" denotes maight^hain 



or branched (C, - C«)-aUcyl. 

are reacted with compounds of the general formula (V) 




(V) 



in wiuch 

n« T?9 R» and A have the above mentioned meaning, 

R.R.R.Kana/v „f a base and/or in the presence of auxiliary 

b inert solvents, if appropriate in the presence of a base and/or 

I ;agents, 
or 

HOjC 
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together with the system consisting of reagents which can facilitate this reaction in inert 
solvents, preferably with the system PyBroP, HOBt and NMM and in dimethylformamide to 
prepare compounds of the general formulae (Vila and/or Vllb) 



H,N-V^R.o (Vila) fVV^ 
ill HO2C 




in which 

R®, R^ R^^ R" and A have the above mentioned meaning, 
and in the second step are reacted with compounds of the general formula (VIII) 
H2N 

R'^-V^^' (vm) 



in which 

R^ R^, R^ and R^have the above mentioned meaning, 
with the above mentioned system and finally with acetic acid, 
or 

[D] in the case where A in the general formula (I) is a residue of the formula -NR'^^ in 
which R'^ is hydrogen and R^ is a residue of the following formula 
D-E-R^^ 



N-^NH 
>F=N 



in which 

D, E and R^' have the above mentioned meaning, 

the compounds of the general formula (II) mentioned above or their reactive derivatives on the 
carboxyl radical 

are reacted in inert isol vents with compounds of the general formula (IX) 
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N 

N=N 



^^^^.(CH2)2-CN (DC) 



in which 

D E and R^' have the above mentioned meaning, 

together with appropriate reagents for amidation, preferably ^vith the systerr. WSCI HCI. HOBt 
and NMM to prepare compounds of the general formula (X) 



„7R' O 
R \ I II 



N=N 



m 



R^ 

which K\ R^ R^ R\ R^ R^ R'. R^ R'- ^ and E have the above mentioned 



meaning, 



and in the last step the residue -(CH^rCN is eUminated in the presence of a base, 
preferably DBU (1.8-diazabicyclo[5.4.01undec-7-ene). 

m in the case of R* = F or OH and R' = alkyl. compounds of the general formula (I) in which 
R* = H and R' = alkyl are reacted first in the system NalO. /RuCl, in inert solvents such as water 
and tetrahydrofuran to prepare compounds of the general formula (1), in which R« = OH, and m 
the second step are reacted with Et3NSF3 in inert solvents such as CH.Cl. to prepare the fluonne 
substituted derivatives, 

and in the case of R' and/or R8 # hydrogen an alkylation takes place optionally. 

Processes according to the invention can be illustrated by way of example by the 
following equations: 

EDC or WSCI HCI: N-{3-dimethylaminopropyl)-N'-ethylcarbodiimide hydrochloride 
NMM: N-methylmorpholine 
HOBt: 1-hydroxy-benzotriazole 
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DMPU: l,3-diniethyltetrahycIro-2(lH)-pyrimidone 

PyBOP: benztriazol-l-yl-oxy-tris-pyrrolidinophosphoniuin hexafluorophosphate 
PyBroP; bromo-tris-pjarolidinophosphonium hexafluorophoshate 
TBTU: 0-(bcnzotriazol-l-yl)-N, N, K, N*-tctramethyluronium tetrafluoroborate 
DEAD: diethyl azodicarboxylate 
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Process [A] 

Suitable solvents are generally customary organic solvents which do not change under 
the reaction conditions. These include ethers such as diethyl ether, dioxane or tetrahydrofuran. 
acetone, dimethyl sulfoxide, dimethylformamide or alcohols such as methanol, ethanol, 
propanol or halogenohydrocarbons such as dichlormethane. trichloromethane or 
tetrachloromethane. Dichloromethane and dimethylformamide are preferred. 

Suitable bases are generally inorganic or organic bases. These pix^ferably include alkal. 
metal hydroxides such as. for example, sodium hydroxide, sodium hydrogencarbonate or 
potassium hydroxide, alkaline earth metal hydroxides such as. for example, barium hydroxide, 
alkali metal carbonates such as sodium carbonate, potassium carbonate, alkaline earth metal 
carbonates such as calcium carbonate, or alkaline metal or organic amines (trialkyl (C,- 
C«)amines) such as triethylamine, or N-methyl- or ethyhnorpholine. or heterocycles such as 1,4- 
diazabicyclot2.2.2]octane (DABCO). 1.8-diazabicyclo[5.4.01undec-7-ene (DBU). or amides 
such as sodium amides, lithium butyl amide or butyllithium. pyridine or methylpipendme. 
Triethylamine, N-methyhnorpholine or N-cthylmorpholine are preferred. 

The process is in general carried out in a temperature mnge from -30 "C to +100 'C, 

preferably from -10 "C to +50 "C. 

The pnKess is generally carried out at normal pressure. However, it is also possible to 
cany out it at elevated pressure or at reduced pressure (for example in a range from 0.5 to 5 
bar). 

The base is employed in an amount from 1 mol to 10 mol, preferably from 1.0 mol to 
4 mol. relative to 1 mol of the compounds of the general formula GO or (ffl). 

Process [B] 

Suitable solvents are generally customary organic solvents which do not change under 
the reaction conditions. THese include ethers such di-n-butyl ether, dimethyl sulfox.de, 
dimethylformamide or DMPU or DMEU (N, N-dimethylethyleneurea) or high-boiling aromatic 
cart,ocyclic or heterocyclic compounds such as mesitylene. Preferred are DMPU and 

dimethylformamide. 

-n»e process is in general carried out in a temperature range from 30 «>C to 300 C, 

preferably from 100 "C to 250 "C. 

The process is generally carried out at nomial pressure. However, it is also possible to 
carry it out at elevated pressure or at reduced pressure (for example in a range from 0.5 to 5 
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bar). 

Process [C] 

Suitable solvents are generally customary organic solvents which do not change under 
the reaction conditions. These include ethers such as diethyl ether, dioxane or tetrahydrofiiran, 
acetone, dimethyl sulfoxide, dimethylformamide or alcohols such as methanol, ethanol, 
propanol or halogenohydrocarbons such as dichlormethane, trichloromethane or 
tetrachloromethane. Dichloromethane is preferred. 

Suitable bases are generally inorganic or organic bases. These preferably include alkali 
metal hydroxides such as, for cxanq)le, sodium hydroxide, sodium hydrogencarbonate or 
potassium hydroxide, alkaline earth metal hydroxides such as, for example, barium hydroxide, 
alkali metal carbonates such as sodium carbonate, potassium carbonate, alkaline earth metal 
carbonates such as calcium carbonate, or alkaline metal or organic amines (trialkyl (CrC^) 
amines) such as triethylamine, or N-methyl- or N-ethylmorpholine, or heterocycles such as 1,4- 
dia2abicycloI2.2.2]octane (DABCO), l,8-diazabicyclo[5.4.0]undec-7-ene (DBU), or amides 
such as sodium amides, lithium butyl amide or butyllithium, pyridine or methylpiperidine. 
Triethylamine, N-methylmorpholine or N-ethylmorpholine are preferred. 

The process is in general carried out in a temperature range from -SCPC to +100**C, 
preferably from -10 X to +50 

The process is generally carried out at normal pressure. However, it is also possible to 
carry it out at elevated pressure or at reduced pressure (for example in a range from 0.5 to 5 
bar). 

The base is employed in an amount from 1 mol to 10 mol, preferably from 1 mol to 4 
mol, relative to 1 mol of the compounds of the general formula (Vila) or (Vllb). 

Process [D] 

Suitable solvents are generally customary organic solvents which do not change under 
the reaction conditions. These include ethers such as diethyl ether, dioxane or tetrahydrofiiran 
acetone, dimethyl sulfoxide, dimethylformamide or alcohols such as methanol, ethanol, 
propanol or halogenohydrocarbons such as dichlormethane, trichloromethane or 
tetrachloromethane. Dichloromethane is preferred. 

Suitable bases are generally inorganic or organic bases. These preferably include alkali 
metal hydroxides such as, for example, sodium hydroxide, sodium hydrogen carbonate or 
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potassium hydroxide, alkaline earth metal hydroxides such as, for example, barium hydroxide, 
alkali metal carbonates such as sodium carbonate, potassium carbonate, alkaline earth metal 
carbonates such as calcium carbonate, or alkaline metal or organic amines (tnalkyl (C,-Q) 
amines) such as triethylamine. or N-methyl- or N-ethyhnorpholine. or heterocycles such as 1.4- 
diazabicyclol2.2.21octane (DABCO). 1.8-diazabicyclol5.4.0]undec-7.ene (DBU). or amides 
such as sodium amides, lithium butyl amide or butyllithium. pyridine or methylpipendme. 
Triethylamine. N-methylmorpholine or N-ethylmoipholine are preferred. 

m process is in general carried out in a temperature range ftom -SQOC to -HlOO«C, 

preferably from -lOX to +50''C. 

The process is generally carried out at nomial pressure. However, it is also possible to 
carry it out at elevated pressure or at reduced pressure (for example in a range from 0.5 to 5 
bar). 

The base is employed in an amount from 1 mol to 10 mol. preferably from 1.0 mol to 
4 mol relative to 1 mol of the compounds of the general formula CD or (IX). 

Compounds of the general formula (II) are new and can be prepared by reaction of 
compounds of the general formula (IV) with compounds of the general formula (XI) 



tin 



(XI) 



in which 

R' R' R**^ and R" have the above mentioned meaning, 

in prelencl of one of the above mentioned solvents, preferably dimethylformamide and DMPU 

at IWC. ^ , 

Compounds of the general fomiula (XI) are known (CAS No. 66630-74-8) or can be 

also prepar^i by reduction of nitro substituted compounds in the system H^d/C in methanol. 

Compounds of the general fomiula m are known or can be prepared like described 

above. 

Compounds of the general fomiula (VIII) are knovvn (J. Fluorine Chem. IS. 1981. 50/, 

J.Med.Chem. 1555.22,4906). 

Compound of the formula (IV) b known (J. Fluorine Chem. 42. 1990. 275). 
Compounds of the general fomiula (V) are kn ^vn or new and can be prepared by 
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reaction of compounds of the general formula (XII) 
H^N-D-E-R^* (Xn) 

in which 

D, E and R^* have the above mentioned meaning, 

with compounds of the general formula (XI) in the system PyBOP, HOBt, NMM and DMF. 

The process is in general earned out in a temperature range from -30*C to +100**C, 
preferably from -lO^C to +50*C. 

The process is generally carried out at normal pressure. However, it is also possible to 
carry it out at elevated pressing or at reduced pressure (for example in a range from 0.5 to 5 
bar). 

Compounds of the general formula (XII) are generally known or can be prepared by 
common methods . 

Compounds of the general formula (IX) are new and can be prepared by reaction of 
compounds of the general formula (XIII) 

t-BuO-CO-NH-D-E-R'*-COOH (XIH) 

in which 

D, E and R^* have the above mentioned meaning, 
with a compound of the formula (XFV) 

NH2-(CH2)2-CN (XrV) 
in the system TBTU in the presence of triethylamine to prepare compounds of the general 
formula (XV) 

t-BuO — CO— NH— D-E-R^^ 

± (XV) 

O-^N (CH2)2-CN 

rl 

in which 

D, E and R^' have the above mentioned meaning, 

and in the second step with PhjP/DEAD and TMSN3 to prepare compounds of the general 
formula (XVI) 

t-BuO— CO-NH-D"E-R^^ 



N^N— <CH2)2-CN 
N=N 



in which 
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D E and R" have the above mentioned meaning, 

Comp^nds of A. gen«al fon»»Ia (XIl.) a« kno™. or can prepared as descnbed in 2. 
Naturforsch.B.15,199l>.«" 

compounds of to general formula (X) a« ne» and can be prepared a. dcscnb«l 

above. 

Of con-poonds of .e pr.c« — fbr .e — of d,e va. 

n^jori., of in^unomediared infUn^ato,, disorders ^ be evalua«d by eitt.er in or n. 

rXcedures. ^us, .He an.-inf,an...o. e«-».c, of *e conrponnds of *.^r^ 
.venL can be den.nsu«ed by assays -1 Uo«n in .e ^ ^ -^^ -J^^^ 
Passive A«h«s ReacUon (RPAR)-PAW,ecbni<,»e (see, eg., O^^y « al. (1992) U.S. Pa<c«No. 

'■'"■'''Lysfbrde.ern.ning.hefte.apen.cvalneofcon.poondsina.euea^e.ofv^ 
^ condiao., such as h,p«prolifera.iv. s.^ disease, are »e« kn„»n in *c ar. ..r ^.e^ 
L Ar^bidonic Acid Moose Ear Test (Id.). ^ conpon^ ~ 
evaluaud fer *ei, andulcer acUvit, according » «.e procedures descr,bcd Ouu « al. ,.9M 
In^maUonales de Phanna^dynami. « de "noapie 270: .2g-140. TTe efficacy of to 
::i::ftop.esenU.venaoni„b.oc.ngcell.sioncausedbyas,^^^^ 
eanb. evalua^d by .he n«^ods generally s« forrh inW^elU « a.., J. Med. Cbem 26.. 

""Lbirory acUviUes of*, compounds of to inven^on agains, bun»n .ryp^se n»y be 
determined as described below. 

In vitr" Trypta'-f Inhihitinn Assay 

,„,;„^ human tryptase was determmed according to WU 
The inhibitory activity against human uypuw 

. tnonl reoresents an assay for determination of inhibition in the 

The following protocol represeras an d» 7 

presence of 150 nM zinc chloride: 

Tryptase solution (60 g/mL) was prepared by dissolving tryptase punfied f^om human g 



wo 00/20401 



PCT/JP99/05319 



24 



skin tissue preparations or human mast cell line (HMC-1) or obtained from commercial sources, 
e.g., ICN Biomeidals, Irvine, California, Athens Research & Technology, Athens, Georgia, etc., 
in a solvent mixture comprising: 10 mM 2-N-morpholinoethane sulfonic acid, 2 mM CaCli, 
20% glycerol and 50 g/mL heparin. Substrate solution containing 2 mM synthetic tripcptide 
(tosyl-Gly-Pro-Lys-p-nitroanilide) was obtained from Sigma. Test Compound solutions were 
prepared by diluting a stock solution (1 mg of test Compound in 200 ^L of dimethyl sulfoxide 
(DMSO) by ten-fold into assay buffer (conyirising: Tris-HCI (pH 8.2), 50 mM; NaCl, 100 mM; 
0.05% polyoxyethylenesorbitan monolaurate (Tween-20: trade name); and zinc chloride, 150 
pM) and then making seven additional three-fold dilutions into 10% DMSO in assay buflfer. 

Aliquots (50 pL) from each of the eight dilutions of test compound solution were 
added to separate wells in a 96-weIl U-bottom microtiter plate. Typtase solution (25 fiL) was 
added to each well and the solutions were mixed for 1 hour at room temperature. Substrate 
solution (25 jtL) was added to initiate the enzymatic reaction and the microtiter plates were 
inmiediately transferred to a UVMAX Kmctic Microplate Reader (Molecular Etevices), The 
hydrolysis of the chromogenic substrate was followed spcctrophotometrically at 405 
nanometers for five minutes. Initial velocity measurements were calculated from the progress 
curves by kinetic analysis program (BatchKi; Petr Kuzmic, University of Wisconsin, Madison, 
WI). Apparent inhibition constants (Ki*) were calculated from the enzyme progress curves using 
standard mathematical models. 

Proceeding as described in this application or by methods known to those of ordinary 
skill the following compounds of the invention were tested for tryptase inhibitory activity and 
the following Ki* values were obtained: 
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lie No. 


Kj (nM) 


4 


16.9 


5 


65.3 


6 


3.0 


9 


11.1 


11 


4.7 


13 


4.4 


17 


14.0 


18 


6.1 


21 


7.5 


22 


5.3 


24 


9.0 


33 


7.7 


40 


42 


47 


13 


52 


9.0 


60 


4.6 



The assay protocol for determinauon of inhibition in the absence of zinc is conducted 
under essentially equivalent assay conditions that described above, vdth the exception that the 
assay medium does not contain zinc chloride and is modified to 1 mM EDTA. Following these 
assay conditions none of the compounds of the invention showed inhibitory activity with Ki' 

values lower than 10 jiM, 

Proceeding as in the above assay the compounds of the invention were also tested for 
their inhibitory activity toward plasmin, trypsin and thrombin in the presence of 150 pM zmc 
chloride. Follomng these assay conditions the compounds of the invention showed inhibitory 
activities, which were at least 10^ typically 10' to 10^ times greater than the inhibitory acuvity 
toward tryptase. 

Prirnatft Aniite Asthma Model 

An primate acute asthma model was employed for the in vivo evaluation of the 

compounds of the invention as antiasthmatics. 
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Introduction 

One aspect of the model is that following an inhaled antigen challenge (Ascaris suum 
extract), there is an acute bronchoconstriction which peaks after 2-3 minutes and generally 
resolves within 60 minutes. 24 Hours later the primate airways have become hyperresponsive. 
This is measured by assessing the responsiveness of the lungs to an inhaled methacholine 
challenge. Furthermore, a bronchoalveolar lavage carried out at this time will show evidence of 
a large cellular influx, the predominant cell being the eosinophil. 

The treatments (vehicle or drug treatments) are administered prior to the antigen 
challenge, the route of administration and dosing regime will vary according to the type of 
compound being studied. Potential therapeutic compounds can be tested in this model to see 
whether they can prevent or reduce the increase in lung resistance, airway hyperresponsiveness 
and inflanmiatory cell influx into the airways. 

Method 

Animals: Male cynomolgus monkeys (Macaca fascicularis) were used in the 
development of this model. The animals were maintained at constant temperature and humidity, 
with a twelve hour light cycle. They were fed twice daily, except on an ejqjerimental day when 
food was withheld the night before the procedure. Water was available ad lib at all times. 

Experimental Procedure: On each experimental day animals were anaesthetised with a 
ketamine/xylazine mixture (70:12 mg kg"* @ 0.1 ml kg"^ while still in their cage. When 
unconscious they were brought into the primate laboratory where they were placed in a supine 
position on a heated water blanket on a trolley. Ophthalmic ointment was wiped onto each eye, 
and 0.2 ml lidocaine (2%), sprayed onto the larynx and over the back of the throat. The jaws 
were held apart by a jaw spreader and a cufifed 5.0 gauge endotracheal tube (with the end 
liberally smeared with xylocaine gel, 2%) was inserted with the aid of laryngoscope. The animal 
was then placed into a specially designed restraint chair such that the animal was in a slightly 
reclined but upright sitting position, secured only by a collar at the neck. A water heated blanket 
surrounded the animal. 

The endotracheal tube was connected to a Harvard Ventilator adjusted to deliver 30-35 
breadis per minute. Airflow was measured by a Fleisch pneumotachograph and thoracic 
pressure was measured by a validyne pressure transducer (as the difference between the 
pressure at the distal end of the tube and room pressure). 
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The pneumotachograph and validyne were connected to a pre-ampUfier and then into 
an MI^ respiratory analyzer. Using the primary signals of flow and pressure the analyzer 
computed airway resistance and compliance (as well as a number -of other respiratory 
parameters). An initial measurement of 5-6 minutes was carried out to ensure the signals were 
steady and that the values for resistance and compliance were within recognized limits. 

Ascaris challenge: Following this an inhalation challenge with Ascaris suum was 
carried out. Hie aerosol was delivered >vith a pressure driven Rainbow drop nebuliser (puritan- 
Bemiett) comiected to a Bird mark 7A respirator, set to deliver 15 breaths per minute. 30 
Breaths of antigen were administered after ^vhich the acute bronchoconstriction was monitored 
for 15 min. Hie normal dose of antigen nebulised was a solution containing 1000 pg/ml of 
ascaris extract However this dose of antigen could be titrated such that the increase in 
resistance should be in the range of 100-200% above baseline. If the bronchoconstriction .s 
much higher then the inflammation induced may be too great to treat. 

After the challenge had been finished the animal was weaned off the ventilator, and 
when he could breath for himself was released from the restraint chair and laid supine on the 
troUey. When the normal reflexes (eye blink, s^vallow) had returned, along with muscle tone m 
tiie limbs the animal was returned to its cage. 

Bronchoalveolar lavage: A bronchoalveolar lavage was carried out both before the 
antigen challenge (giving a baseline reading) and again follo>ving the methacholine dose 
response curve 24 hours later. TTie distal end of a paediatric fibreoptic bronchoscope was 
Uberally coated with xylocaine gel. and inserted down the endotracheal tube. The bronchoscope 
was guided past the carina into one side of the lung and onward into the distal lung until the Up 
of the bronchoscope was wedged m the bronchoalveolar region. Tlien 15 ml of normal saline at 
room temperature >vas instiUed slowly down one chamiel of the bronchoscope followed by 2 - 3 
ml of air to ensure complete emptying of tixe bronchoscope cham^el. The fluid was then slowly 
aspirated back into ti.e syringe using gentle pressure and gentle movement of the tip of the 
bronchoscope. Typically, recovery volumes were greater than 60% of the instilled volume. Hxe 
recovered volume ^vas measured and put into a 15 ml falcon tube and stored on .ce for 
subsequent tieatinent. TTie lavage fluid was centrifuged at llOO rpm for 10 min at 4»C. The 
supernatant >vas pipetted off and frozen at -20«>C for later analysis. Tlxe cell pellet was 
resuspended in Hanks Balanced Salt Solution (HESS; calcium and magnesium-free) and 
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aliquots were used for total cell counts (Coulter counter) and cell differential counts (Cytospin 
preparations). 

Methacholine Challenge: Methacholine dose response curves were carried out to 
assess the airway hyperresponsiveness. In the acute model, the h>perresponsiveness was 
assessed at +24 hour and compared to the responsiveness 7 days before treatment. An aerosol of 
phosphate buflfercd saline (PBS) was delivered using a nebuliser as above. The aerosol was 
administered for 15 breaths and then lung resistance was monitored for ten minutes. 
Methacholine (0.1 mg.mr\ 15 breaths) was administered followed by another ten minutes 
monitoring. Successive doses of methacholine were administered with the dose increasing by a 
half-log at each step until either the lung resistance had doubled or the maximum dose of 
methacholine (100 mg.mr^) had been administered. The baseline (zero%) resistance was taken 
as the resistance achieved following the PBS administration. The increase in lung resistance (%) 
and the methacholine doses were entered into a spreadsheet and the PCjoo was calculated from a 
graph of dose against resistance. 

Results: Acute bronchoconstriction; The peak increase in limg resistance in the 15 
minutes foUowdng antigen challenge is compared for treatment versus control studies. 

Total cell count; The total cell count (cells per ml of BAL fluid) at 0 hours is 
subtracted from the total cell count at +24 hr, to give a value representing cell influx following 
antigen challenge. This value is conqjared for the treatment study versus the control study. 

Total Eosinophils; From a cytospin preparation the percentage of eosinophils in the 
lavage fluid can be measured. From this value and the total cell count we calculate the total 
eosinophil count. As for total cells, the difference between the 24 hr count and the time 0 hour 
count gives a measure of the eosinophil influx, and this influx is compared for the treatment 
study versus the control study. 

Airway Hyperresponsiveness; The values for the PCioo obtained at +24 hr, and 7 days 
(baseline) before the antigen challenge are converted into logio. The baseline value is subtracted 
from the +24 hr value to give a log shift value. This log shift following the treatment study is 
compared to the log shift from the control study. 
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The same animals are used for both control and treatment studies, so they act as their 

own controls. 

<;hftftp Modft i of Asthma 

The alleiBtc sheep model of asthma was also employed for the in vivo evaluation of 
the compounds of the invention as antiasthmatics. These methods have been published 
previously (see Abraham etal. (1983) Amdm. Rev. Respir. Dis. 128:839-844). 

Each sheep serves as its o%vn control. Body weights for these animals ranged from 20- 
50 kilograms. TTie treatments (vehicle or dnig treatment) are administered prior to the antigen 
challenge, the route of administration and dosing regime will vary according to the type of 

compound being studied. 

Twenty-four hours after antigen challenge in both the control and drug trial, the sheep 
developed airway hyper-responsiveness. Ainvay hyper-responsiveness is expressed as PC«„ the 
concentration of carbachol that causes a 400% increase in SRL; therefore, a decrease in PC«o 
indicates hyperresponsiveness. 



So fer known tiyptase inhibitors (e.g. the preferred compound cis-1, 5-cyclooctylene 
bis[4-(4-guanidinobenzylcarbamoyl)-l-piperazinecarboxylatel in WO 9609297 ) showed a poor 
bioavailability in rat, dog and other species after oral administration. TTierefore. these 
compounds had been inappropriate for an oral treatinent. 

The compounds of the invention surprisingly showed improved oral bioavailability in 

rats, dogs and primates. 

Pharmacokinetic Investigations Rat and Dog and Monkey 



Species 
Strain /race 

Dose 

Mode of administration 

Fonnulation 
Volume 

Blood Collection 
Time points 



Animal Experiment - Intravenous Administration 

DOQ 



Rat 
Wistar 

1 mg/kg 

Bolus 

PEGrEt HjO -5:1:4 
1 mg/kg 

Retroorbital Puncture, 
median aorta 
0.033 to 8 hours 



Beagle 

1 mg/kg 

1 min Infusion 

PEG:Et:H20- 5:1:4 
0.3mgAcg 

Venajugularis 

0.033 to 8 hours 



Monkey 
Cynomolgus 

2 mg/kg 
0.5 min infusion 
PEG:Et:H20-5:l:4 
0.5 mg/kg 

Femoral vein 

0.05 to 7 hours 



PEG:Et:H20=Polyethylene glycol:Ethanol:Water 
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Animal Experiment - Oral Administration 




Species 


Rat 


Dog 


Monkey 


Strain / race 


Wistar 


Beagle 


Cynomoigus 


Dose 


1 mg/kg 


1 mg/kg 


10 me/ke 


Mode of administration 


Gavage 


Gavage 


Gavage 


Formulation 


PEG:Et:H20 -5:1:4 


PEG:Et:H20- 5:1:4 


PEG:Et:H20-5:l:4 


Volume 


S ml/kg 


0.3 ml/kg 


2.5 ml/kg 


Blood Collection 


Retroorbital Puncture, 


Yenajugularis 


Femoral vein 




median aorta 






Time points 


0.17 to 8 hours 


0.17 to 24 hours 


0.25 to 24 hours 



Handling of Blood Samples 

Blood was collected in heparinized syringes and cooled in ice water until 
centrifugation. 

Plasma was frozen immediately after centrifiigation and stored below -15**C until 

analysis. 

Determination of Plasma Cnnccntrations 

To 0.1 ml plasma an internal standard was added. Plasma proteins were precipitated 
with acetonitrile and a sample was cmtrifiiged at 14000 rpm for 10 min. The supernatant was 
withdrawn and evaporated to dryness under a gentle stream of nitrogen in a 40**C water bath. 
The residue was dissolved acetonitrile: ammonium acetate buffer 1:1. 

Calibration sait^}ies: Known amounts of the compounds were added to plasma from 
untreated animals and the samples were treated in the same way. Plasma concentrations were 
determined via LC/MS with Turbo Ion Spray. 





Tiyptase Inhibitors - Bioavailability (%) 






WO 9609297 


present invention 




example 3* in WO 


example 1 


example 6 




9609297 






- Rat 


0.3 % 


31 % 


72% 


-Dog 


0.2-7 % 


57% 


74% 


- Monkey 


n.d. 


n.d. 


100 % 



n.d. = not determined; * cis-l,5-cyclooctylene bis [4-(4-guanidinobenzylcarbamoyl)-l- 
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piperazinecarboxylate] sulfete 

Thus, the invention provides compounds and compositions that are useful for the 
prevention and treatment of immunomediated inflammatory disorders in mammals such as 
human, farm animal or domestic pet, m particular those associated with the respiratory tmct, 
including asthma and allergic rhinitis. 

The invention also relates to a method of treating a mammal such as a human, a fenn 
animal, or a domestic pet. to achieve an effect, in which the effect is: prevention and treatment 
of diseases or pathological conditions including allergic conjunctivitis, rheumatoid arthntis, 
rheumatoid spondylitis, osteoarthritis, gouty arthritis and other athritic conditions, multiple 
sclerosis, interstitial cystitis, chronic obstructive pulmonary disease including chronic bronchitis 
and emphysema, skin diseases such as urticaria, allergic dermatitis, atopic dem>atitis. bullous 
pemphigoid, psoriasis, and sclerodemia; pulmonary fibrosis, interstitial pneumonia, nephntis, 
hepatic fibrosis, hepatitis, hepatic cirrhosis. Crohn's disease, ulcerative colitis, nasal allergy, 
peptic ulcers, gastric disease induced by non-steroidal inflammatory agents, cardiac mferctron. 
disseminated intravascular coagulation, pancreatitis, multi organ feilure. anaphylaxis, interstitial 
lung disease, gingivitis, periodontitis, cancer such as bladder and breast cancer, virus infecUons 
(eg Influenza vims, Sendai vims, human immunodefidiency virus, syncytial vims), ocular 
allergy (including atopic, vernal and giant papillary keratoconjunctivitis, contact 
blepharoconjunctivitis), inflammatory bowel disease, allergic contact demuititis. emphysema, 
adult respiratory distress syndrome, bladder diseases, wound healing, bronchiectasis, 
pathological conditions associated with hyperplasia; angina, fibrotic diseases such as fibrotic 
lung disease, artiierosclerosis. and cardiomyopathic disorders; diseases in which matrix 
metalloproteases are activated such as: chronic obstiuctive pulmonan^ disease including chrome 
bronchitis and emphysema; cystic fibrosis; bronchiectasis; adult respimtory distress syndrome 
(ARDS); allergic respiratory disease including aUergic rhinitis; diseases linked to TNFa 
production inchiding acute puhnonary fibrotic diseases, pulmonary sarcoidosis, silicosis, coal 
worker's pneumoconiosis and alveolar injury; 

alleviation of osteoarthritis; alleviation of rheumatoid arthritis; aUeviation of septic 
arthritis- alleviation of autoimmune disease; alleviation of autoimmune encephalomyelitis; 
aUeviation of periodontal disease; alleviation of corneal ulceration; alleviation of proteinuria; 
alleviation of aneurysmal aortic disease; alleviation of dystrophobic epidermolysis bullosa; 
alleviation of diseases of abnormal bone loss including osteoporosis; alleviation of temporo 
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mandibular joint disease; alleviation of demyelinating diseases of the nervous system including 
multiple sclerosis; alleviation of chronic obstructive pulmonary disease; alleviation of acute and 
chronic neurodegenerative disorders including stroke, spinal cord and traumatic brain injury, 
amyotrophic lateral sclerosis, cerebral amyloid angiopathy, CNS injuries in AIDS, Parkinson's 
disease, Alzheimer's disease, Huntington's diseases, prion diseases, myasthenic gravis, and 
Duchenne's muscular dystrophy; alleviation of cardiovascular and pulmonary diseases including 
atherosclerosis, thrombotic events, atheroma, hemodynamic shock, unstable angina, restenosis, 
heart failure, and chronic obstructive pulmonary disease; alleviation of decubital ulcers; 
alleviation of aneurysmal diseases including those of the aorta, heart or brain; alleviation of 
metabolic diseases including diabetes and obesity mediated by insulin resistance, macular 
degeneration and diabetic retinopathy mediated by agiogenesis; alleviation of cachexia; 
alleviation of premature skin aging; 

alleviation of diseases linked to TNFa production including acute rheumatic fever, 
bone resorption, sepsis, gram negative sepsis, septic shock, endotoxic shock, toxic shock 
syndrome, systemic inflanunatory response syndrome, inflammatory bowel diseases including 
Cr<rfm's disease and ulcerative colitis, Jarisch-Herxheimer reactions, asthma, adult respiratory 
distress syndrome, acute pulmonary fibrotic diseases, pulmonary sarcoidosis, allergic 
respiratory diseases, silicosis, coal worker's pneumoconiosis, alveolar injury, hepatic fidlure, 
liver disease during acute inflanunation, severe alcoholic hepatitis, malaria including 
Plasmodium ^ciparum malaria and cerrf>ral malaria, congestive heart feilure, damage 
following heart disease, arteriosclerosis including atherosclerosis, Alzheimer's disease, acute 
encephalitis, brain injury, pancreatitis including systemic complications in acute pancreatitis, 
impaired wound healing in infection, inflammation and cancer, myelodysplastic syndromes, 
systemic lupus erythematosus, biliary cirrfiosis, bowel necrosis, psoriasis, radiation injury, 
toxicity following administration of monoclonal antibodies, host-versus-graft reactions 
inchiding ischemia reperfiision injury, allograft rejections, complications due to total hip 
replacement, tuberculosis, Helicobacter pylori infection during peptic ulcer disease, Chagas* 
disease resulting from Trypanosoma cruzi infection, effects of Shiga-like toxin resulting from E. 
coli infection, the effects of enterotoxin A resulting from Staphylococcus infection, 
meningococcal infection, Borrelia burgdorferi infections, Treponema pallidum infections, 
cytomegalovirus infections. Influenza virus infections, Sendai vims infections, Theiler*s 
encephalomyelitis, and human immunodeficiency virus infections; 

retardation of tumor metastasis; retardation of tumor growth or angiogenesis 
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associated with tumor gro>vth; retardation of degenerative cartilage loss foUowing traumatic 
joint injury; reduction of pain; reduction of coronary thrombosis from atherosclerotic plaque 
mpture; improved birth control; or improved wound repair including that due to bums; 

the method comprising administering an amount of a compound of the invention as 
described above, and in more detail in the detailed description below, which is effective to 
inhibit the activity of at least one matrix metalloprotease. resulting in achievement of the desired 
effect. 

n»e compositions containing the compounds of the invention can be administered for 
therapeutic and/or prophylactic treatments. In therapeutic applications, the compositions are 
administered to a patient already suffering from a disease, as described above, in an amount 
sufficient to cure or at least partially arrest the symptoms of the disease and its complications. 
An amount adequate to accomplish this is defined as "therapeutically effective amount or dose." 
Amounts effective for this use will depend on the severity and course of the disease, previous 
therapy, the patient's health status and response to the drugs, and the judgment of the treating 
physician. 

In prophylactic appUcations. the compositions containing the compounds of the 
invention are administered to a patient susceptible to or otherwise at risk of a particular disease 
in an amount sufficient to prevent or ameliorate the onset of symptoms. Such an amount is 
defined to be a "prophylactically effective amount of dose." TTiese can be admmistered oraUy or 
by inhalation. In this use. the precise amounts again depend on tiie patient's state of healtii. 
weight, and the like. 

Once improvement of the patient's conditions has occurred, a maintenance dose is 
administered if necessary. Subsequently, the dosage or the frequency of administration, or both, 
can be reduced, as a function of the symptoms, to a level at which the improved condition is 
retained. When the symptoms have been alleviated to the desired level, treatment can cease. 
Patients can, however, require intermittent treatment on a long-term basis upon any recurrence 

of the disease symptoms. 

In general, a suitable effective dose of the compounds of the invention will be in the 
range of 0.05 to 1000 milligram (mg) per recipient per day. preferably in the range of 0.1 to 100 
mg per day Hie desired dosage is preferably presented in one, two. three, four or more subdoses 
administered at appropriate intervals tiiroughout tiie day TTiese subdoses can be administered as 
unit dosage forms, for example, containing 0.01 to 1000 mg. preferably 0.01 to 100 mg of active 
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ingredient per unit dosage form. 

The composition used in these therapies can be in a variety of forms. These include, 
for example, solid, semi-solid and liquid dosage forms, such as tablets, enteric coated tablets, 
pills, powders, liquid solutions or suspensions, liposomes, injectable and in&sible solutions. 
Inhalable preparations, such as aerosols, are also included. Preferred formulations are those 
directed to oral, intranasal, topical and parenteral applications, but it will be appreciated that the 
preferred form will depend on the particular therapeutic appUcation at hand. Especially 
preferred formulations are oral or aerosol. The methods for the formulation and preparation of 
therapeutic compositions comprising the compounds of the invention are well known in the art 
and are described in, for example, REMINTON'S PHARMACEUTICAL SCIENSE AND THE 
MERCK INDEX 1 1th Ed., (Merck & Co. 1989). 

Abbreviations: 

EDC or WSCl HCI; N-(3-dimethyIaminopropyl)-N* -ethylcarbodiimide hydrochloride 

NMM: N-methylmorpholinc 

HOBt: l-hydroxy-benzotriazole 

DMPU: I,3-dimethyltetrahydro-2(lH)-pyrimidone 

PyBOP: benztriazol-l-yl-oxy-tris-pyrrolidino-phosphonium hexafluorophosphate 
PyBroP: bromo-tris^yrrolidinophosphonium hexafluorophoshate 
DEAD: diethyl azodicarboxylate 
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gfarting Compounds 



Example lA 

2-Ethoxycarbonimidoylpropionic acid ethy.lester hydrochloride 

Hcix "^Y'L^Ov^ 

Ethyl 2-cyanopropioaate (lOOg; 787minol) was dissolved in toluene (SSOml) and ethanol 
C7lml) and the solution was cooled to 0«>C. Dry hydrogen chloride was passed through the 
solution at -5 - 0»C for 40min.. The mixture was allowed to warm to room temperature and 
stirred over night Most of the solvent was evaporated in vacuo and after addition of diethyl • 
cther/cyclohexane(l:1.600ml) and cooling to 5«C the product was fdteredoff. washed with 

cyclohexane and dried in vacuo. 
Yield: ISlg (92% of theo^), white soUd 

'H-miR (300 MHZ, DMSO-^.): 1.20 (t. 3H). 1.30 (m. 6H). 4.15 (m. 3H). 4.50 (q. 2H). 12.2 
(brSi2H) 



Example 2 A 

2-Ethoxycarbonimidoylacetic acid ethyl ester hydrochloride 

HClx O^j^"^^^^ 

prep^l 1 earned out ia analog, ,0 U>o prcparaUon of example lA sorting ftom 

ethyl cyanoacetate. 

Yield: 73% of theory; white solid 



Example 3 A 

3-Mcthylamino-4-mtrobenzoic acid 
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A solution of S-methoxy^-nitrobenzoic acid (500g; 2.536mol) in aqueous methylamine 
(40%, 2500ml) was heated in an autoclave at lOO'C for ISh, allowed to cool to room 
temperature, and.poured into a stirring slurry of 2N HCl and ice to give an orange precipitate. 
The precipitate was collected by filtration, rinsed %vith water and crystallized from hot ethanol 
to provide 3-methylamino-4-iiitroben2oic acid. 
Yield; 448g (90% of theory) orange crystals.-, 

•H-NMR (200 MHz, DMSO-d,): 2.99 (d, 3H. J=7 Hz). 7.15 (dd. IH, J=9Hz and IHz), 7.48 (d. 
IH. J=lHz), 8.15 (d, IH, J=9Hz). 8.21 (q. IH, J=7 Hz), 13.55 (br s, IH); 
MS (pcmmi) C,HjNj04 m/e calc 196.2; found 214 (M+NH**). 



Example 4A 

4-Amino-3-methylaminobenzoic acid 
O 



OH 



A solution of '3-methylammo-4-nitrobenzoic acid (example 3A) (SO.Og; 255ramol) m THF 
(400ml) and methanol (150ml) was hydrogenatcd at 3bar in the presence of Palladium (10% 
on charcoal; 1.7g)for I5h. The reaction mixture was filtered through kieselgur and the filtrate 
was concentrated in vacuo. The residue was crystallized firom dichloromethane to provide 4- 
amino-3-methylaminobenzoic acid. 
Yidd: 40.3g (95% of theory) red-brown crystals 

•H-NMR (200 MHz, DMSO-rf,): 2.72 (s, 3H), 4.78 (br s, IH). 5.29 (br s. 2H). 6.52 (d. IH. 

J=9Hz), 7.14 (dd, IH, J=9 andl Hz), 11.9 (brs, IH); 

MS (DCIMH3) C,H,oN,02 m/e calc 166.2; found 167 (M+H*). 



Example SA 

5-Ben:^loxy-4-fluoro-2-nitroaniline 
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NH, 



To a solution of sodium /err.-butylate (14.35g; 149nunol) in THF (400ml) was added at 0«C 
bezylalcohol (24.84g; 230mmol). After stirring for ISmin 4.5-difluoro-2.nitroaniUne (20.0g; 
llSmmol) was added at 0 - S'C. The reaction was allowed to warm to room temperature and 
stirred for 15h. After addition of etixyl acetate (500ml). the reaction mixture was washed with 
sat aq. NaHCO, solution (2 x 150ml). The aqueous layer was extracted with etiiyl acetate (2 x 
150ml) and tiie combined organic layers were washed witii brine (200ml). dried .(Na,SO,) and 
-evaporated in vacuo. The residue was dissolved in dichloromethanc and the product was 
precipitated with dietiiyletixer /cyclohexane. washed witii dietiiylether/cyclohexane (1:10). 
■ collected by filtration and dried in vacuo. 
'Xield: 23.6 g (78% of theory) Ught brown crystals 

'H-NMR (200 MHz. DMSO-cf^: 5.18 (s. 2H). 6.74 (d, IH. J-8Hz). 7.30-7.55 (m, 5H). 7:55 
(s, 2H). 7.79 (d, IH. J=l I Hz); 

MS (DCI/NH,) C„H„FN,0, m/e calc 262.2; found 280 (M-rt^/). 



Example 6 A 

2-Anuno-5-benzyloxy-4-fluoroaniline 
fL ^ ^NH^ 





To a solution of 5-benzyloxy^-fluoro-2-nitroaniline (example 5 A) (23.44; 89.4mmol) in eti.yl 
acetate (1400ml) was added SnCWx2H,0 (2100.8g; 447mmol). The reaction mixture was 
stirred at 70«>C for I5h. cooled to room temperature followed by tive addition of. sat aq 
NaHCO, solution (lOOOml). Ilien solid NaHCO, (approx. lOg) was added until the color of 
ti^e mixture turned from green to brown; The tin salts were removed by filtration through 
kleselgur. After separation of the layers, tiie aqueous phase was extracted v.ith eti^yl acetate (2 
X 300ml) and tixe combined organic layers were washed with brine (lOOOmI). dried (MgSO,) 
and evaporated in vacuo. The residue was dissolved in dichloromethanc and the product was 
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precipitated with diethylether/hexane. washed with diethylether/hexane (1:10), collected by 

filtration and dried in vacuo. 

Yield: 17.21 g (83% of theory) light brown crystals 

>H-NMR. (200 MHz, DMSO-d,): 4.33 (br s. 4H). 4.93 (s. 2H). 6.36 (d. IH, J=12Hz), 6.39 (d. 
• IH. J=8Hz), 7.25-7.45 (m, 5H); 

MS (DCI/NH,) C,jH„FN,0 m/e calc 2323; found 233 (M+H*). 
Example 7A 

Ethyl 2-(4,6-difluoro-lH-ben2imidazol-2-yl)propionate 




A mixture of example 1 A (5.28g; 25ammol) and 2-amino-4,6-difluoroaniline (J. Med. Chem. 
38. 1995. 4906; 3.03g; 21.0mmol) and cthanol aOml) was heated to reflux for 3h. The solvent 
cva^rated in vacuo and the residue was taken up in ethyl acetate and washed twice wife 
sat aq. NaHCO, solution and vdth brine, dried (MgSOO and evaporated in vacuo. The residue 
was purified by chromatography on siUcagel (ethyl acctate:dichloromethane=l:2). 
Tield: 4.27 g (80% of theory) tan crystals 

•H-NMR (200 MHz, DMSQ-tf,): 1.18 ( t. 3H. J=7Hz). 1.56 ( t. 3H. J=7Hz). 4.00-4.25 (m. 
3H). 7.05 (dt. IH, J=10 and IHz). 7.21 (dd. IH, J=10 and IHz). 12.9 (br s. IH); 
MS (DCI/NH3) C„HiiF,N A ni/c calc 254.3; found 255 (M+H*). 
mpm^C; 

Rf 0.81 (ethyl acetate/ dichloro methane = 3:2), 



Example 8A 

Ethyl 2-(4,6.7-tri£luoro-lif-benzimidazol-2-yl)propionate 




F 
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Ttc preparation vms carried out in analogy to example 7A starting from example lA and l- 
amino-3,4.6-trifluoroaniline (J. Fluorine Chem. 18. 1981, 507). 
Yield: 70% of theory; tan crystals 

•H-NMR (200 MHz. DMSO-rf,): 1.18 ( t, 3H. J=7Hz). 1.59 ( t. 3H. J=7Hz). 4.02-422 (m. 
3H). 7.35 (cm, IH), 13.5 (br s. IH); 

MS (DCI/NH3) C„H„F,NA m/e calc 272.2; found 290 (M+NH/). 
mp 139 "C; 

Rf 0.64 (ethyl acetate/ dichloro methane = 1:3). 
Example 9 A 

Ethyl 2-(5-bcnzyloxy-6-fluoro-lH-ben2iinida2ol-2-yl)propionate 





The preparation was carried out in analogy to example 7A starting from example 1 A and 2- 
amino-5-benzyloxy-4-fluoroaniline. 

Yield: 76% of theory; oil ^„ . „ w 

••H-NMR (200 MHz, DMSO-.^: 1.18 ( t. 3H. J-7Hz). 1.52 ( t. 3H. J=7Hz). 3.98-4.21 (m. 

3H), 5.18 (s. 2H). 7.12-7.52(m, 7H), 12.4 (br s, IH); 

MS (DCI/NH3) C„H,9FN A ni/e calc 342.4; found 343 (M+H*). 

Rf 0.31 (cyclohexacie/ ethyl acetate = 1:1). 

Example lOA 

Ethyl2-(4.6,7-trifluoro-l/f-benzimidazol-2-yl)acetate 




■n.c p,^.io„ v« c«ri»i out in analogy .0 example 7A suning fiom example 2K and 2- 

ammo-3 ,4,6-difluoroanilmc. 
Yield: 49% of theory; tan crystals 
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•H-NMR (200 MHz, DMSO-^/«): 1^1 ( t. 3H, J=7Hz), 4.01 ( s. 2H). 4.17 (d, 2H, J=7HzO. 
7.35 (cm, IH), 13.5 (brs. IH); 

MS (DCI/NHj) C„H,F,NA calc 258.2; found 259 (M+H*). ' 
mp 168 *C. 

Example llA 

2-[K4.6.7-trmuoro-lH-benziimdazol-2-yl)ethyl]-3-mcthyl-3^f-benz^ 
add 




F 



A mixture of ethyl 2<4.6,7-trifluoi^lH-benziinidazol-2-yl)propioiiate (example 8 A) (65.8g: 
242mmol). example 4A (42^g; 254mmol) and DMPU (l,3-dimethyltetraliydro-2(//f)- 
pyrimidone; 150ml) was stirred under- vacuum at 50«C for Ih to remove residual gases and 
heated to 200»C (bath temperature) for 2h under argon in a distillation apparatus to remove 
the reaction ^vater. The DMPU was evaporated in vacuo and the warm residue was dissolved 
in dichloromethane. After addition of water (500ml) the product crystallized and was 
coUected by fdtration. Further purification was achieved by heating a suspension of the crude 
product in refluxing dichloromethane/methanol (1:1. 1000ml) and filtration after cooUng to 
room temperature, followed by heating of a product suspension-in THF/methanol (1:1. 
1000ml) and subsequent filtration. The product was dried in vacuo. 
Yield: 60.0g (66% of theory); grey crystalline soUd 

•H-NMR (200 MHz. DMSO-rf^: 1.85 (t, 3H. J=7Hz), 3.84 (s. 3H). 5.01 (q. IH. J=7Hz), 7.25- 
7.40 (m, IH). 7.65 (d, IH, J= 9Hz). 7.83 (dd. IH. J=9 and 0.5Hz), 8.19 (d. IH, J=0.5Hz), 13.1 
(2brs,2H); 

MS (DCI/NH,) C„H„F,N40, m/e calc 3743; found 375 (M+H*). 
mp >250'C . 

Example 12A 

2-lK4,6-difluoro-l/f-ben2imidazol-2.yl)ethyllO-mcthyl-3H--benzimidazole-5K:arboxyU^ 
acid 
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F 

The preparation was carried out in analogy to example 11 A starting from ethyl 2-(4,6- 
difluoro-l/f-bcn2imida2ol-2-yl)propionate (example 7A) and example 4A. 
Yield: 73% of theory); grey crystalline solid 

»H-NMR (200 MHz, DUSO-d,): 1.88 (t. 3H. J=7Hz). 3.83 (s, 3H). 5.00 (q, IH, J=7Hz), 7.04 
(dt. IH, J=10 and 0.5Hz), 7.17 (dd. IH. J=10 and 0.5Hz), 7.67 (d, IH. J= 9Hz)..7.83 (dd. IH. 
J=9 and 0,5Hz), 8,17 (d, IH, J=0.5Hz), 12.9 (2 br s, 2H); . 
MS (DCI/NHj) C„HuFiN,Oj m/e calc 356.3; found 357 (M+H*)- 
mp>330'»C. 

Example 13A 

2.[l<5-Benzyloxy-6-fluoro-lH-benzimidazol-2-yl)ethyl]-3-methyl-3H-ben^ 
carbo^^lic acid 



The preparation was carried out in analogy to example llA starting from ethyl 2-0- 
benzyloxy-6-fluoro-lH-benzimidazol-2-yl)propionate (example 9A) and example 4A. 

Yield: 65% of theory); foam 

'H-NMR (200 MHz. DMSO-rf^: 1.83 (t. 3H. J=7Hz). 3.79 (s, 3H), 4.90 (q. IH, J=7Hz). 5.19 
(s. 2H). 7.10-7.52 (m, 7H). 7.67 (d. IH. J= 9Hz), 7.83 (dd. IH. J=9 and 0.5Hz), 8.17 (d. IH. 
J=0.5Hz), 12.4 and 12.8 (2 br s, 2H); 

MS (DCI/NH,) C„H„FN,0, m/e calc 444.5 found 445 (M+H*). 
Rf 0.58 (dichioromethane/methanol - 6:1). 
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Example 14A 

2<4,6-difluoro-lH-beimrnidazol-2-yImethyl)-3-methyl-JH-bcnzimida2ole-5-carb^ 




OH 

F 

The preparation was carried out in analogy to example 11 A startmg from ethyl 2-(4,^- 
difluoro-liif-benainida2ol-2-yl)acetate and example 4A. 
Yield: 92% of theory); grey crystalline solid 

»H-NMR(200 MHz, DMSO-^/<s): 3.91 (s, 3H). 4.68 (s. 2H). 7.02 (dt, IH. J=10Hz and IHz), 
7.21 (dd, IH, J=10Hz and IHz); 7.62 (d. IH, J = 9Hz), 7.82 (dd, IH. J=9 and 0.5Hz). 8.20 (d, 
IH, J= 0.5 Hz); 12.8 and 12.9 (2 br s, 2H); MSCDCI/NHj) CxtHijF^N^Oj m/e calc 342.3; found 
343 (M+H*). mp >250"C. 

Example ISA 

l-((2-//-fer/-butyloxycarbonylamino)ethoxy]-4-fluorobenzene 

Cesium carbonate (61.1g; 187.4mmol) was added under argon to a solution of 4-fluorophenol 
(10.5g; 93.7mmol) in DMF (150ml). After stirring for 15min a solution of l-bromo-2-(/V- 
rer/-butyloxycaibonylamino)ethane (J. Org. Chem. 53, 1988. 2226; 2l.0g; 93.7mmol) in DMF 
(50ml) was added dropwise at room temperature and stirring was. continued for 18h. Cesium 
carbonate was removed by filtration and the solvent was removed in vacuo. The residue was 
partitioned between eOiyl acetate (200ml) and water (300ml) and the water layer was 
extracted witii etiiyl acetate (2 X 100ml). The combined organic layers were dried (NajSO^) 
and evaporated in vacuo. The residue was chromatograped over sllicagel using toluene/etiiyl 
acetate (10:1) as eluent 
Yield: 1 8.5g (77% of theory); oil 

•H-NMR (200 MHz. DUSO-d,)'. 1.39 ( s, 9H). 3.28 ( dt, 2H, J=6 and 6Hz). 3.93 (t, 2H. 
J=6Hz). 6.91-7.15 (m. 5H); 
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MS (DCI/NH,) C„H„m03 m/c calc 255.3; found 256 CM+IT); 
R,0.44 (toluene/ethyl acetate = 10:1). 



Example 16 A 

l.[(2-^"-reW-butyloxycarbonylainino)ethoxy]-2,4-difluorobenzehe 




F 

Tbc preparation was carried out in analogy to example 15 A starting firom 2.4^ifluorophenol. 
Yield: (78% of theory); oil 

•H-NMR (200 MHz; DMSO^,): 1.40 ( s. 9H), 3.29 ( dt. 2H. J=6 and 6Ife). 4.01 (t. 2H. 
J=6Hz), 6.95-7.36 (m, 4H); 

MS (PCI/NH,) C„H„F,NO, m/e calc 2733; found 274 (M+IT); 
B^O.42 (toluene/ethyl acetate = 10:1). 

Example 17A 

2-K2-JSr-rer/-butyloxycarbonylamino)ethoxy]benzonitrUe 




The preparation v^scarxied out in analogy to example ISAstarting from 
rield: (58% of theory); white soUd 

•H-NMR (200 MHz, DMSO-^.): 1.40 ( s. 9H). 3.34 ( dt. 2H. J==6 and 6Hz). • 4.16 (t. 2H. 
J=6Hz). 7.05 (t. IH, J=6Hz). 7.10 (t, IH. J=8Hz). 7^8 (d. IH, J=8Hz) 7.58-7.75(m, 2H); 
MS (DCl/NH,) C„H..NP, m/e calc 262.3; found 280 (M+NHD; 
m.p.: 75-76-0 

R,0.44 (toluene/ethyl acetate = 20:1). 



Example 18 A 
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1 -(2-Aininoethoxy)-4-fluorobenzene hydrochloride 
HCI X HjH 




To a stirred soluUon of l.[(2-7/-/ert-butyloxycarbonylammo)ethoxy]-4-fluoroben2ene (20.3g; 
79,3mmol) in 1,4-dioxane (50ml) was added at room temperature under argon 4N HCI in 1,4- 
dioxane (300ml). After stirring for 15h. precipitated product was collected by filtration, 
washed with diethyl ether and dried in vacuo. 
Yield: 12.3g (80% of theory); white crystalline solid 

»H-NMR (200 MHz. DMSO-^^): 3.18 (t, 2H. J=6 Hz), 4.15 (t, 2H, J=6Hz), 6.95-7.22 (m, 
4H). 8^8(s,3H); 

MS (DCI/NHj) CHuClFNO m/e calc 155.1 x 36.5; found 156 (M+H*); 
in.p.: >200»C 

Example 19 A 

l-(2-Aniinoethoxy)-2,4-difluorobenzene hydrochloride 
HCI X HjN 




F 

The preparation was carried out in analogy to example 18A starting from l-Kl-N-tert- 
butyldxycarbonylamino)ethoxyl-2,4-difluorobenzene 

Yield: 88% of theory; white crystalline solid 

•H-NMR (200 MHz. DMSO-^,): 3.20 ( t, 2H. J=6 Hz), 4.28 (t. 2H. J=6Hz). 7.00-7.40 (m. 
3H),8.42(s,3H); 

MS (DCIA^H,) CH,oClFNO m/e calc 173.2 x 36.5; found 174 (M+H*); 
m.p.: 220-223*»C 



Example 20 A 

2-(2-Aminoethoxy)benzonitrile hydrochloride 
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HCtx H 




The preparation was carried out in analogy to example 18A starting from 2-[(2-N-tert- 
butyloxycarbonylaniino)ethoxy]benzomtrile (example 17A). 
Yield: 92% of theory; white crystalline solid 

'H-NMR (200 MHz. DMSO-d^: 3.25 (t, 2H. J=6 Hz), 4.38 (t. 2H. J=6Hz). 7.17 (t. IH. 

J=7Hz), 13 1 (d, 2H. J=7Hz) 7.63-7.82 (m, 2H,), 8.28 (s, 3H); 

MS (DCI/NHj) C,H„ClNiO m/e calc 1622 x 36.5; found 180 (M+NH<*); 

in.p.: 183°C 

Example 21A 

4-Aimno-7/-[2-(4-fluorophenoxy)ethyl]-3-methylaininobenzanaide 




To a solution of 4-anuno-3-methylaminobenzoic acid (2.05g; 12.3rmnol) in DMF (120ml) 
was added under Argon at -5»C PyBOP (benztriazole-l-yl-oxy-tris-pyrrolidino-phosphonium 
hcxafluorophosphate; 7.69g; 14.8rnmol) and l-hydroxybenzotriazole (2.16g; 16.0mmol). 
After stirring for ISmin //-methybnorpholine (4.98g; "49.3mmol) and l.(2-aininoethoxy)-4- 
fluorobenzene hydrochloride (example 18A) (2.36g; l2.3inmol) were subsequently added at - 
5'C - O'C. After stirring for 18h at room temperature water (lOOOml) was added and the 
mixture was extracted with ethyl acetate (3 x 400ml). The combined organic layers were 
washed with brine (lOOOmI). dried (Na,S04) and evaporated in -vacuo. The residue was 
chromatograped over silicagel using toluene/ethyl acetate (1:1) as eluent. 
Yield: 2.1g (56% of theory); foam 

•H-NMR (400 MHz, DUSO-d,): 2.75 ( s. 3H). 3.57 (dt. 2H. J=6 and 6Hz). 4.04 (t. 2H. 
J=6Hz). 4.69 (s. IH), 4.97 (s. 2H). 6.51 (d. IH, J=8Hz). 6.91 (d, IH. J=0.5Hz). 6.95-7.15 (m. 
5H). 8.l8(t,lH,J=6Hz); 

MS (DCI/NHj) C,4H„FN,0, m/e calc 303-3; found 304 (M+H*); 
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R,0.50 (ethyl acetate)* 
Example 22 A 

3,4-Diamino-7/-[2-(4-fluorophenoxy)ethyl]benzamide 

The preparation was carried out in analogy to example 21 A starting from 3.4-diamino benzoic 
acid and l-(2-aminoethoxy)-4-fluorobcnzene hydrochloride (example 18A) 

Yield: 47% of theory; oil 

•H-NMR (200 MHz, DMSO-cf^: 3.55 (dt. 2H, J=6 and 6Hz). 4.04 (t. 2H. J=6Hz). 4.60 (s. 
2H).4,97 (s.2H)..6.48 (d. IH, J=8Hz). 6.92-7.18 (m, 6H)..8.10 (t, IH, J=6Hz); 
MS (DCI/NH,) C„H,5FN,0, m/e calc 289.3; found 290 (M+H*); 
R,032 (^cliloromethane/ ethanor= 20:1.5). 

Example 23A 

4-Amino-//-[2-(2.4-difiuorophenoxy)ethyl]-3-methylaminobenzamide 
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HiC preparation was carried out in analogy to exaniple 21 A starting from 4-amino-3. 
methylaminobenzoic acid and l.(2-an«noethoxy)-2,4^ifluorobenzene hydrochloride 

(example 19A). 

Yield: 60% of theory; oil 

^H-NMR (200 MHz. DMSO-cf,): 2.77 ( s. 3H). 3.58 (dt. 2H. J=6 and 6Hz). 4.14 (t, 2H. 
J=6Hz). 4.69 (s. IH). 5.01 (s. 2H). 6.51 (d. IH. J=8Hz). 6.92 (d. IH. J=0.5Hz). 6.98-7.30 (m, 
4H), 8.20 (t, IH, J=6Hz); 

MS (DCI/NH3) C„H„IF,N30, nVe calc 321.3; found 322 (M+H*); 
RfO.52 (ethyl acetate). 

Tr.vfltnplft24A 

4.[(4.fluorophenyl)pipera2in-l-ylcarbonyl]-2-methylaminoanilm^ 
Q 




The preparation v^.carried out in analogy to example21AstartingW4-^^^ 
methylaminobenzoic acid and 4-(4-fluorophenyl)pipera2ine 
Yield: 67% of theory; brown solid 

.H.KMR (400 MHz. DMSO-^^: 2,71 (s. 3H). 3.09 (cm. 4H). 3.61 (cm, 4H), 4.78 (s, IH). 

4.92 (s, 2H), 6.41-6.60 (m, 3H) 6.92-7.14 (m, 4H); 

MS (DCI/NH3) C..H,»FN,0, m/e calc 328.4; found 329 (M+H*); 

R^O.27 (ethyl acetate). 

E xample 25 A , , 

^ir^loxy-6-fluo™-lH-benzimid3B>l-2.yl)ca,yll-5-[/^^^^^^ 

oxyW3mmocaibonyll-3-me<hyl-3H-b«.2teuda2ole 
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N 



\=/ N 
H 




To a solution of 2-[l-(5-beazyloxy-6-fluoro-l^-ben2iinidazol.2.yl)ethyl]-3-me&^^^^ 
benzmudazolc-5-carboxylic acid (example 13A) (l.llg; 2.50mmol) and l-(2-ammoetfaoxy> 
2,4-difluorobenzene hydrochloride (example 19A) (d.52g. 2:50mmol) and N- 
methylmorpholine (0.32g; 3.13mmol) in DMF (30ml) was added under Argon at O'C 1- 
hydroxybenzotriazole (0.44; 3.25mmol) andN-(3-dimethylaminopropyl).N'- 
cthylcarbodiunide hydrochloride (0.53g; 2.75mmol). After stirring for 18h at room 
temperature the solvent was evaporated in vacuo, water (60ml) was added and the mixture 
was extracted with etiiyl acetate (3 x 60ml). The combined organic layers were washed vdUx 
water (50ml). dried (MgSO,) and evaporated in vacuo. The residue was chromatograped over 
silicagel using dichloromethane/ethanol (20:1) as eluent 
Yield: l.Olg (68% of theory); tan crystalline solid 

•H-NMR (200 MHz. DMSO-^^: 1.82 (t. 3H. J=7Hz). 3.68 (dt, 2H. J=6 and 6Hz). 3.77 (s. 
3H). 4.20 (t. 2H. J=6Hz). 4.90 (q. IH. J=7Hz). 5.18 (s. 2H). 6.95-7.52(m. 10H>. 7.64 (d. IH. 
J=8Hz). 7.75 (dd. IH. J=8 and 0.5Hz). 8.10 (d. IH. J=0.5Hz). 8.71 (t. IH. J=6Hz). 12.4 (br s. 
IH); 

MS (DCI/NH3) C„H„F3N,03m/e calc 599.6; found 600 (M+H*); 
R,0.24 (dichloromethane/ethanol (20:1)). 

Example 26 A 

2.[l.(5-Benzyloxy-6-fluoro.lH-benzimidazoU2-yl)ethyll-5-[^^^^^^ 
oxy)ethylaminocarbonyl]-3-methyl-3f/-betmmidazole 
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The pr.p3«floa carried out In analogy to*cample 25A sOxtfng ftom 2..[l-(S-ben^Ioxy- 
6.fl„oro./H-bcc^d3«l-2-yl)«hyI]-3-mca.yl-3*b»ozM 

(e»>n,I« I3A) and l-(2.aminoctoxy>4.fluotobeoze«= hydrochlorid. (example 18A). 

.H.>«^(200MH^DMSO-«:1.82a3a>7H.). 3.68(d..2H.JHi.nd«^) 3.78fe^ 
3H).«5 <,2H.J=6Hz).4.9U,.lH.J=m).5.18(s.2H), 655-7.52 (m.UH).7. 5(4^^^^ 

,!^H.), 7 75 (dd. m. ,-8 and OSm. 8-10 (d. « J^^)- C « '^"^ ^ 

IH); 

MS (DCiyNH,) C,3H„F.NAn>/« calc 581.6; found 582 (M+IT); 
R^O.IO (diohloromethane/methanol (30;l)). 



Example 27A 

2.[(5-Bcnzyloxy-6-fluoro-lH-bendmidazol-2-yl)difluow 
fluorophcnoxy)cthyl]-3-mcthyl-3H-benzimidazole.5-^^^^ 



\=/ N 
H 




. 1 V « Fluorine Chcm. 49, 1990, 275; 1.6lg; 9.19nimol) and 
A solution of difluoromalomc acid (J. f wotmc 

, ..N2-(4-fluorophcaoxy)cthylamidc(3.l0g;9.l9minol)m 
4-anuno-3-methylanuno benzoic acid H 
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DMF (40inl) was stirred xmder argon at -ICC for" 10 min. PyBroP (brorao.tris- 

pyrrplidinophosphonium hexafluorophoshatc; 4,58g; 9.83mmol) was slowly added to the 

solution at -lO'C in portions over 5 min followed by N-methylniorpholine (2.79g; 27.6mmol). 

The mixture was allowed to warm to room temperature and stirring was continued for 3h. 

After cooling to -lO'C PyBroP (4.58; 9.83 mmbl) and then N-methylniorpholine (2,79g; 

27.6mmol) and 2-amino-5-ben2yloxy-4-fluoroaniline (2.13g; 9.19mmol) were slowly added. 

The mixture was allowed to warm to room temperature and stirring was contmued for 18h. 

The mixture was poured into ice-water (500ml) and extracted with diethylether/ethyl acetate 
(3:1 / 3 X 150ml). The combined organic layers were washed with brine (2000ml), dried 
(NajSO,) and evaporated in vacuo. The residu6-was taken into acetic acid (40ml) and heated 
to 85*0 under argon for 3h- The acetic acid was evaporated in vacuo and the residue was 
taken into sat aq. NaHCO, solution (200ml) and extracted with ethyl acetate (3 x 150 ml). 
The combined organic layers were dried (Na^SO,) and evaporated m vacuo. The residue was 
chromatograped twice over silicagel using dichloromethane/ethanol (20:1 and 40:1) as eluent 
Yield: 1.19g (21% of theory); tan crystalline solid 

•H-NMR (200 MHz, DMSO-dt): 3.68 (dt, 2H, J=6 and 6Hz), 3.96 (s, 3H), 4.14 (t, 2H, 

J=6Hz), 5.23 (s, 2H). 6.95-7.18 (m. 4H), 7.29-7.26 (m. 7H), 7.78-7.90 (m. 2H), 8.30 (s. IH). 

8.81 (t, IH, J=6Hz), 13.7 (br s, IH); 

MS (ESI) CjiHjjF^NiO, m/e calc 603 .6; found 604 (M+H*); 

RfO.67 (dichloromethane/methanol (10:1)). 

Examples 28A and 29A 

Example 28 A: Methyl 2-[l-(4.6-difluoro-l-methyMH-benzimidazol-2-yl)ethyl]-3-raethyl- 
3H-bcnzimidazole-5-carboxylate 



Example 29 A: Methyl 2-[l-(4.6-difluoro-3-methyl-3H-bcn2imidazol-2-yl)ethyl]-3-methyl- 




3H-benzimida2ole-5-carboxylate 
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Wl<46-difluoro.lH.b.nzimida«>l-2-yl)=thylI-3-m=4.yl-3H-bcrmnu 

acid (sismg; 1 .754,nmol) and n.c*yUodid. a47mgr5.26nunol) v«r. dissolved i. DMF 
a0ml).C«iumcarbona«C1.71g;5^6mmol) was added and ti>.mixtur=™sa«d«rocnx 

for ISh. The DMF evapo«.«> in vacuo, *e residue was Uke. up in wa«r 
pO,nl)andex<rac.edwi*e*yla«ta..(4x20,nl).Th. combined orgam=laye.we«v«h«i 
«id.bci.e(20nd). dried(MgSO,) «.d evapo,a«d in vacuo. The residue w« cbro^tograped 
over siUcagel using dicbIon,methane/ed«nol (20.1) as elutat to provide Mapprox. 2: 
^ofme«>yia-[K4.6-difluo:o-i.mea>yl-.H.ben^d,.o,«^^ 
Windda^le-S^xylate and me*yl 2-tl<4.6^uoro-3-n.ea>yI-3H.be™d,»I-2- 
,l)ea^i^3-o.ea.yl-3H^da.o.e.5^xy•a»(0•4').^l."=Sio•-^ 
usingprep^UveWLC (Kxomasi. 100 CIS 5 .M. 250 x 20 nun, flow25ml/nun.T.50 C, 

detection 220nm) 
Example 28 A: 

Yield: 202mg (30% of theory); white crystalline soUd ,^ , , 

l.MK(400MHz.PMSO..):..S2(UH.I=7H.),3.2(s,3^3.3W^ 

5.15 IH, I-7HZ). 7.07 (d. IH. W and ,Hz). 738 (dd, IH. ,= 9 and IHz), 7.67 (d. IH, 

MHz), 7.82 (dd. IH. J-9 and 0,5Hz), 8.18 (d, IH. J-0.5Hz); 

MS (ESI) <Vl..F.N.O. m/. calc 384.4; found 385 (M+H^. 

HPLC rcteation time: 4.63 min 



Example 29 A: 

r.eld:l28mg(l9%oftheory);v*itecrysUllinesolid ,m,,5(s3H). 
.„.HMR(400MHz.DMSO.^O:I.«MOHWHz).3.77(s.3,« 3. 5M^. .^^^ 
5.18 C. IH. J=7HX,. 7.14 (d. IH. J=9 and IHz). 7.30 (dd. IH. ,= 9 and IHz). 7.68 (d, IK, 

J=9HZ). 7.82 (dd, IH, 1-9 and 0,5Hz). 8.18 (d, IH. J=0.5H.); 

MS (ESI) C„H,.F.N,6. m/e calc 384.4; found 385 (M+H"). 
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HPLC retention time: 6.15 min 



Examples 30A 

2-[l<4,6-difluoro-l-mcthyl.lH-bcnzimidazol-2-yl)ethyllO-mcA^ 
carboxylic acid 

\=/ OH 




To a solution of methyl 2-Il<4,6Hdifluoro4-methyl-l/^ben2miidazol-2.yl)ctfayI3-3-inethyl- 
3H-benzimidazole-5-carboxylate (202mg: 0.526nimol) inTHF (10ml) andmethknol (40ml) 
was added 2N NaOH (5ml) and the mixture was stirred for 15h at room temperature. The 
solvents were evaporated in vacuo, the residue was taken up in water (5ml) and IN HCl was 
added to adjust pH 4. Precipitated product was coUected by filtration and dried in vacuo. 
Yield: 126mg (65% of theory); white crystalline solid 

•H-NMR (200 MHz, DMSO-rf,): 1.82 (t, 3H. J=7Hz). 3.68 (s. 3H). 3.80 (s. 3H). 5.17 (q. IH. 
- J=7Hz), 7.08 (dt. IH, J=9 and IHz), 7.40 (dd, IH. J= 9 and IHz). 7.65 (d, IH. J=9Hz). 7.82 
(dd. IH, J=9 and 0,5Hz), 8.18 (d. IH. J=0 JHz). 12.7 (far s. IH); 
MS (ESI) C„H,sF,N<0, m/e calc 370.4; found 385 (M-H*). 



Examples 31A 

2.(K4.6^uoro-3-methyWH.benkmidazol-2-yl)ethyl]0.methyW/f-bcnamida2ok^^ 
carboxylic acid 





\ 



/ 
N 



\=/ ( 



OH 



The preparation was carried out in analogy to example 30A starting from methyl 2-tl-(4.6- 
difluoro-3-methyl-3/f-beimmidazol-2-yl)ethyll0.mcthyl.3f/-bcazimidazol^ 
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Yield: 74% of theory; white crystalline solid 
.H.NMR(400 MHz, DMSO-^.): 1.82 (t. 3H. J=7Hz). 3.77 (s. 3H). 3.82 (s. 3H). 5.18 (q. IH. 
J=7Hz). 7.15 (d, IH. J»9 and IHz). 7.32 (dd. IH. J= 9 and lHzV7.65 (d. IH. J=9Hz). 7.82 
(dd. IH. J=9 and 0.5Hz). 8.18 (d. IH. J=0.5Hz).l2.8 (br s. IH); 
MS (ESI) C„HuF,N,0, in/e calc 370.4; found 385 (M-H*)- 



Example 32 A 

H?/-(£rt.-Butyloxycatboayl)-4-(4-fluoropheiiyl)-1.4-diaza-cycloh=ptane 




Tri<»^olyl)phosphine(0.Ug-,036nm>ol)«a. added at roo^temperaoarc-mdcrargon.^^ 

^susp«.ioaof.rUKdib=o.yUd»ace.on«)-dipaUadium(0)(033g;036mn.ol)m^^^^^^ 

(SOnU). After addittonofsodium«rt-butyU«aA6g;l2a,nmo0.4-bromo.l.fluorobea»^^ 

(1.51g; 8.61mmbl) and KW-«r,.-Bu.yloxycarbonyl)-1.4^iaxa^yclohep«n. (2.00g: 

9 99nm,ol) a>e mixt<.re ^ stuxed a. lOO'C under argoa for 15h. The solufio. was decanted 

to ^nove palladium residues, washed wiO, brine (2 x 30nM), dried (Na.SO.) and cvapo^ted 

A ««Ar ^ilicaeel usinE dichlororacthane/methanol 
in vacuo. The residue v/as chromatograped over suicagei usmg a 

(100:1) as eluent. 

Yield: 0.49g (19% of theory); n , 71 

.H-l«^ (200 MHz. DMSO-c/,): 1 .1-9 and 1 .31 (2s. 9H. cis/trans amide bond .^^^^^ 

1.88 (m. 2H). 3.12-3.26 (m. 2H). 3.41-3.60 (n.. 6H). 6.70 (cm. 2H). 6.96 (cm,2H); 
MS (ESI) C„H„FN,0,in/e calc 294.4; found 295 (M+H*); 
RfO.67 (dichloromethane/methanol (10:1)). 



Example 33A 

H4-nuorophcnyl)-l,4-diazacycloheptane 
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HCIX 




To a solution of HW./«rt.-butyloxycarbonyl)-4-(4-fluorophenyl)-1.4-dia2acycloheptane 
(0.41g; 1.393mmol) in 1.4-dioxane (4.1ml) was added 4N HCl in 1.4-dioxane (8.2ml) and the 
mixture was stirred at room temperature for 2h. The solvent was evaporated in vacuo and the 
residue was treated with diethyl ether. Ihe precipitated product was collected by filtration, 
washed with diethyl ether and dried in vacuo. 
Yield: OJOg (93% of theoty); 

'H-NMR (200 MHz. DMSO-rf,): 2.00-2.21 (m. 2H). 3.02-3.28 (m. 4H). 3.47 (t..2H. J=7Hz). 
3.68 (cm. 2H). 6.76 (cm. 2H). 7.05 (cm. 2H). 9.05 (br s. 2H); 
MS (ED C„H.,ClFN,m/e calc 194.2 x 36.5; found 194 (NT). 



Example 34A 

4-Benzenesulfonyl-l-rert-butyloxycarbonylpiperaane 

Triethylamine(0.56 mL. 4.02 mmol) was added to a solution of rerr-butyloxypiperazine (500 
mg. 2.68 mmol) in 3 mL of dichlorpmethane. then it was cooled to 0 'C. 
Benzenesulfonylchioride (0.39 mL. 3.22 mmol) was added to the solution and stirred for 3 
hours. The solvent was evaporated in vacuo and the residue was washed Nvith ether. The 
resulting white soUd was filtrated and dried. 
Yield : 860 mg (98.1% of theory), colorless solid. 

•H-NMR (300 MHz. DMSO-^5): 134 (s. 9H). 2.85 (t. 4H. J=5.0 Hz). 3.39 (m. 4H). 7.63-7.68 

(m. 2H), 7.72-7.75 (m. 3H); 

Rf 0.66 (ethyl aceUte / n-hexane = 1/1). 



Example 35A 
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4-Bcnzcnesulfoiiylpipcra2me trifluoroacctate 
o 



F 




To a solution of 4-ben2enesulfonyl-l-/er/-butyloxycarbonylpipera2inc(860 mg. 2.64 mmol) in 
10 mL of dichloromethanc was added trifluoroacetic acid (0.24 mL. 3.16 mmol) at 0 -C. The 
solution was stirred for 1 hour at 0 •C and evaporated in vacuo. Ether was added to the 
residue to give a white solid. 
Yield : 740 mg (82.5% of theory), colorless powder, 

•H.m«R (300 MHz, DMS0-^<5) 3.09-3.12 (m. 4H). 3.18-3.22 (m. 4H). 7.70-7.73 (m. 2H). 

7.77-7.80 (m, 2H), 8.76(br s, 2H); 

MS (FAB) C,oH„N20aS m/e calc 226; found 227 (MBT). 



Example 36A 

H(4-Fluorophenyl)pip=i3an-l-yl)caAonyl-3-isoprop,lamtoo-4-mtrob=^ 




taaseal«l reaction vessel, amlxwrc of acid (2.72 g, 13.8 >™ol) 

isopropylamin.(4.0.nL)andwa«r(7.0»L)wasste«.a.l00:-Cfor5days. After cooled.0 

room temperature. Aereacflo-oU^ure was dissolved in cold water to aJford an orange 

solution. Coneentrated hydrocUoae acid v«s added into the solution under an ic-v^r 
cooling untilalightor«geprecipiUte-~longertom..d.Tl>e solid was coUectedby 

filtration, wad.edwi.hv^randdned«yieldappmximalelyl to I mixturesof 3- 

isopropylamino^-nitrobeozoie acid hydrochlonde and J-methoxy^-nitrobenzotc acd (2. 9 

g) To a solution of .he mixture (2.19 g), H4-nuomph-yl)P'P«-i"= (2.72 g. 15.1 mmol). 
trieti.ylamine(3.51mL,25ammol)andl-h,drox,l«.™«axoleinK^/-dlmemylfom.am.de 

(80 ml.) was added waWsoluble carbodiimidehyd^cHorid. (3.22 g, 16.8 mmol) in an tee- 
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water bath. The reaction mixture was stirred at 0 "C for 30 minutes, then, the ice-water 
bath was removed. After the mixture was stirred at room temperature for 17 hours, the 
mixture was diluted with ethyl acetate. The organic layer was washed with saturated sodium 
hydrogen carbonate solution. The aqueous layer was extracted with ethyl acetate (twice), and 
tiie combined orgamc layer Was washed with brine. After dryness, sUica gel column 
chromatography (n-hexane/ethyl acetate « from 2/1 to 1/1 as eluent) yielded 1 .73 g of a 
brUliant orange soUd. Tield 33% from 3-methoxy-4nitroben2oic acid. 

'H-NMR (300 MHz, CDCI3): 1.34 (d, 6H, J=6.4 Hz), 3.04-3.18 (m. 4H), 3.56 (br s, 2H). 3.81- 
3.93 (m, 3H), 6.59 (dd. IH, J=8.7, 1.7 Hz), 6.86-7.03 (m, 5H). 8.05 (d, IH, J=7.1Hz), 8.22 (d. 
lH,J=8.7Hz); 

MS (FAB) CjoHjiFNA m/e calc 386.4; found 387 (MR*); 

mp 201.6-202.7 "C; 

Rf = 0.2 (n-hexane/ethyl acetate = 3/2). 

Example 37A 

4-Amino-l-[(4-fluorophenyl)pipera2in-l-yl]carbonyl-3-isopropylaminobenzene 




O 



l-K4-Fiuorophenyl)pip€razin-l-yl]carbonyl-3-isopropylamino-4-nitroben2ene (1.50 g, 3.88 
mmol) was dissolved in methanol (80 taV), into a 100 mL reaction vessel of ISHII Catalytic 
Hydrogenator. 10%-Pd/C (0.20 g) was carefully added into the solution. After several times 
substitution of air to hydrogen, tiie reaction mixture was stirred at room temperature under 3 
atoms of hydrogen until no more hydrogen was consumed, taking 4 hours. The reaction 
solution was filtrated tiirough a tiiin layer of ceUte to remove Pd/C, and washed with 
medianol. Tlie organic layer was concentrated in vacuo to afford 1.43 g of a light purple 
solid. Quantitative yield. 

•H-NMR (300 MHz. DMSO-cf,): 1.16 (d, 6H, J=6.3 Hz). 3.06-3.09 (m. 4H), 3.51-3.65 (m, 
5H). 4.28 (d. IH. J=7.4 Hz). 4.94 (s. 2H). 6.49-6.55 (m. 3H). 6.95-7.09 (m. 4H)-, 
MS (FAB) CioHijFN.O m/e calc 356.4; found 357 (MH*); 
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mp 63.6-67.5 'C. 
Example 38A 

iV^Ac«tyl-2-[(2-//-/er^-butyloxycarbonylaiiuno)ethoxy]aiiiline 




The preparation was carried out in analogy to example 15A starting from 2-N- 
acetylamlnoplienol. 

Yield: 3.0 g (76.1%.of theory), colorless oil 

'H-NMR(300MH2,DMSO^tf): 1.40 (s. 9H), 2.13 (s,3H). 3.34-3.40 (m,2H), 3.97 (t,2H, 
J=5.1 Hz). 6.80-7.00 (m, 4H). 7.16 (t. IH, J=5.6 Hz). 8.89(s, IH); 
MS (FAB) C„HaN,04 m/e calc 294.4; found 295 CMH*): 
Rf 030 (chlorofonn / ethyl acetate = 5/1). 



Example 39 A 

Ar-Aoetyl-2-(2-aminoethoxy)amUne hydrochloride 



HClx H^. 



o 



The preparation was carried out in analogy to example 1 8 A starting from ^/-acetyl-2-t(2-^- 

/erf.-bu^!oxycarbonylamino)ethoxy]aniline. 

Vield: 0.8 g (34.0% of theory), colorless powder 

«H-NMR(300 MHz, DMSO-rftf): 2.19 (s.3H). 3.23-3.28 (m. 2H). 4.19 (t.2H. J=4.8 Hz). 6.88- 
6.90 (m. IH). 6.99-7.34_(m. 2H). 7.31-7.34 (m. IH) 8.49 (br s. 2H). 9.42 (s. IH); MS (FAB) 
C„H„Hp, m/e calc 194.2; found 195 (MH*). 
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Example 40A 

Ethyl 2-[(2-^^rer/.-butylo>grcarbonylamino)ethoxy]benzoate 




The preparatioa was carried out in analogy to example ISA starting from etfayl salicylate. 
Yield: 86% of theory 

'H-NMR (200 MHz, DMSO-rf<5): 1.41 (t. 3H. J=7Hz); 1.45 (s. 9H). 3 J8 ( dt, 2H. J=6 and 

6Hz). 4.12 (t, 2H. J=6Hz). 4.38 (q. 2H, J=7Hz). 5.58 (br s, IH), 6.91-7.08 (m. 2H), 7.48 (dt. 

IH, J=8and 0 'SHz), 7.84 (dd, IH, J=8 and 0.5Hz); 

MS (DCI/NH3) C,«HjjNOi m/e calc 309.4; found 295 (M+NH4*); 

Rf 0.09 (toluene / ethyl acetate = 20/1). 

Example 41A 

2-[(2-//-fert.-butyloxycarb6nylamino)ethoxy]beazoicacid 




o- 

OH 

To a stirred solution of ethyl 2-(2-JV-rer/-butoxycarboaylaminoethoxy)benzoate (example 
40A) (4.800 g, 1 5.5 1 mmol) in methanol (10 mL). water (10 mL) and THF (12 mL) at 0 
was added lithium hydroxide monohydratc (0.781 g. 18.62 mmol). The mixture was allowed 
to warm to room temperature, stirred overnight, and evaporated in vacuo to remove methanol 
and water. The residue was diluted with water, cooled to 0 'C, and then IN hydrochloric acid 
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(15 mL) was added dropwise. The aqueous mixture was extracted with two portions of 
ethyl acetate. The combined organic extracts were washed with water and brine, dried over 
sodium sulfate, filtered, and concentrated in vacuo. 
Yield 4.230 g, (97% of theory), white solid. 

«H-NMR(300 MHz. CDCl,): 1.45 (s. 9H). 3.60-3.66 (m, 2H). 4.31 (t. 3H. J»5.2 Hz). 4.98 (br 
s. IH). 7.05 (d. IH. J=8.3 Hz). 7.11-7.17 (m. IH). 7.52-7.58 (m. IH). 8.18 (dd. IH. J=1.8. 7.8 
Hz); 

MS (FAB) C,4H„NO,m/e calc 281.3; found 282 (MH*). 



Example 42A 

2-(2-/er/-butoxycarbonylaminoethoxy)-//-(2-cyanoethyl)ben2amide 




To a sUrred solution of 2-(2.rerr-butoxycarbonylaminoethoxy)benzoic acid (1.700 g. 6.043 
nunol) and 2.aminopropylmtrile (0.466 g. 6.647 mmol) in acetonitrile (40 mL) was added 
triethylamine (0.884 mL. 6.345 mmol) followed by 2-(lH-benzotriazole-l-yl)-t.l.3.3- 

r, i,«„tP n 134 e 6 647 mmol). After stirred for 5 hours, the 
tetramethyluronium tetrafluoroborate Q2.U'v g, o.ot nw. j 

, »vi .f,t^ washed successively with 0.5N hydrochloric acid, 
mixture was diluted with ethyl acetate, wasneasuccc:.:. jr 

^- I- -f- «,atpr and brine, dried over sodium sulfate, filtered, 
water, saturated sodium bicarbonate, water ana onne, uii 

^ -A,,^ u/as nurified by column chromatography on silica gel 
concentrated in vacuo. The residue was puniiea oy 

(hexane, ethyl acetate, 1:2). 

Yield 1.897 g. (94% of theory), white solid. 

•H-NMR (300 MHZ. CDC,): 1.44(s. 9H), 2.7S (., 2H, J^.S H.). 3.62-3.68 (m. 210 3 75- 
3.82 (m. 2H). 4.18 2H. W.8 H.). 5.09 (br. IH), 6.95 «i. .H. J=8.2 Hz). 7.06-7.12 (m. IH). 
7.41-7.48 (m. IH). 8.20 (dd, IH. J=1.8, 7.8 Hi), 8.52 (br s. IH); 
MS (FAB) C„H„N,0, m/« ailo 333.4; found 334 (MHO. 
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Example 43A 

//<rcr^butoxycarbonyI)-2-[2-[l-(2-cyanoethyl)-li/-tet^a2:ol-5-yl]phenoxy]ethylamine 




To a stirred solution of 2<2-/er^butoxyca^bonylaIninoethoxy)-iS^(2-cyanoetflyl)benzamide 
(1.870 g, 5.609 mmol) in acetonitrile (10 mL) was added triphenylphosphine. The mixture 
was heated with a heat gun untU a clear solution resulted and then cooled to 0 «»C. Upon 
cooling to 0 ^C. a precipitate formed. Diethyl azodicarboxylate (0.883 mL, 5.609 mmol) and 
aadotrimethylsUane (0.744 mL, 5.609 nmiol) were added, alternating 10 drops at a time, 
starting with diethyl azodicarboxylate. The mixture was warmed to 40 "C, sthxed for 1 hour, 
and stirred at room temperature overnight The mixture was partitioned between ethyl acetate 
and water, and the separated aqueous phase was extracted with ethyl acetate. The combined 
organic extracts were washed successively with saturated sodium bicarbonate, water and 
brine, dried over sodium sulfate, filtered, and concentrated in vacuo. The residue was purified 
by columii chromatography on silica gel (n-hexane / ethyl acetate = 1/2) to give an 
unseparableinbctureofWerr-butoxycarbonyl)-2-[2-[l<2^yanoethyl)-lH-teb^^ 
yl]phcnoxy]ethylamine (0.897 g, 45%) and the starting material (1.250 g. 67%) as colorless 
oil, which was used for the next step without fiirther purification. 

•H-NMR (300 MHz, CDCl,): 1.54 (s. 9H), 3.06 (t. 2H, J=7.0 Hz), 3.39-3.46 (m, 2H). 4.10- 
4.20 (m, 2H), 4.55 (t, 2H, J-7.07 Hz). 4.74 (br s. IH). 7.06-7.12 (m, IH). 7.15-7.20 (m, IH). 
7.50-7.59 (m,2H); 

MS (FAB) CpH^N^O, m/e calc 358.4; found 359 (MH*). 



Example 44A 

2-(2-[l-(2-cyanoethyl)-lH-tctrazol-5-yl]phenoxylethylamme hydrochloride 
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HCI X HjK 




CN 



//<fc^^butoxycaxboayl)-2-[2.[l.a-cya^oethyl)-li^-tet^^^^^ ■ 
(0.976 g) was dissolved in 1.4-dioxane (2.0 mL). and treated with 4N HCI in 1,4-dioxane (5.0 
mL). After stirred for 2 hours, the mixture was concentrated in vacuo to give a mixture of 2- 
[2-[l-a-cyanoethyl)-lH-tetrazol-5-yl]phenoj^]ethyIanm^^ 
cyanoethylcarfaainoyl)phenoxy]ethylaimne hydrochloride and 2-[2-(2- 
ccarbamoylethylcarbamoyDphenoxylethyl amine as colorless amorphous (0.700 g). which 
vras used for the next step without further purification. 
MS (FAB) C„H„Wm/e calc 258.3; found 259 (NOT). 

Example 45 A 

7/.I2-[2.[l<2K.yanoethyl)-lH-tetrazol-5-yl]phenoxy3ethyI3-3^^^^^ 
benzimidazol-2-yl)ethyl]-3H-ben2imidazole-5-carboxamide 




Theproduct(0.378g) obtained inexample44Awasdissolvedin/..//-dimethylfon^^^^^^ 
and then l-hydroxybenzotiazole (0.217 g. 1.603 mmol) and triethylamine (0.343 mL. 2.458 

mmol) were added. The mbcture was stirred for 5 minutes before 3-methyl.2.[K4.5.7- 

trifluoro4/f-benzimidazol-2.yl)ethyllO/f-*enzimida«lc^^ 

mmol) was added. After the mixture was stirred forSminutes. water solublecardodiimide 
hydrochloride (0.246 grl^82 mmol) was added. The mixture was stirred overnight. 
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partitioned between ethyl acetate and water, and the layer were separated, and then the 
aqueous layer was extracted with ethyl acetate. The combined organic extracts were washed 
with water and brine, dried over sodium sulfate, filtered, and concentrated in vacuo. The 
residue was purified by column chromatography on silica gel (chloroform / methanol = from 
3/97 to 5/95) to give M[2-[2-(2-carbamoylethylcarbamoyl)pheno5o^]cthyl]-3-methyl.2-^ 
(4,5,7-trifluoro-lH-ben2imidazol-2-yI)ethyl]-3if-beaziinida2^ (0,112 g) as a 

white solid and an unseparable mixture of //-[2-[2.[l-(2<iyanoethyl)-lif.tctra2X)l-5- 
yl]phenoxy]ethyl]-3-methyl-2-[K4.5,7-trifiuoro-lff-ben2imida2oI-2-yO^ 
benzimidazole-5-carboxamidc and //-[2-[2-(2-cyanoethylcarbamoyl)phcnoxy]ethyl]-3- 
methyl-2-[l-(4,5,7-trifluoro-lH-ben2inuda2ol;2-yl)ethylj-3i^^^^ 
as white solid (0,485 g) which was used for the next step without further purification, 
MS (FAB) m/c 615 (MH*); 

Example 46A . 

/er/-Butyl 7/-<2-hydroxyethyl)-//-methylcarbamatc 
• o 

/ert-Butyl //-(2-hydroxyethyl)-7/-methylcarbainate was prepared by the procedure described in 
Bull. Chem. Soc. Jpn 50 718-721 (1977) from 2-(methylainino)ethanol (4.0g, 53.3 inmol). 
Yield 7.33g C79% of theory), colorless oiL 

'H-NMR (300 MHz, CDCl,): 1.47 (s, 9H). 2.92 (s. 3H), 3.40 (t, 2H, J=5 J Hz), 3.75 (q, 2H, 
J=5JHz); 

MS (FAB) C,H„NO, m/e calc 175.2; found 176 (MH*); 
Rf 031 (ethyl acetate / n-hcxane «= 1/1). 

Example 47A 

/cr/-Butyl//-(2-bronioethyl)-W-methylcarbamate 

• o 

To a solution of/ert-butyl//-(2-hydcoxyethyl)-//-mcthylcarbaniate (7.21 g,41.1 mmol, 1.0 
cq.) and Ar.A/-diisopropylethylainine (8.0 mL, 45.9 mmol, l.l eq.) was added methancsulfonyl 
chloride (5.0 g, 43.6 mmol. 1 .06 eq.) at cooling by ice bath and stirred at room temperature foi 
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1 hour. The solvent was. evaporated in vacuo. The residue was dissolved in 
tetrahydrofuran (120 mL), to this solution was added lithium bromide (34.0 g, 392mmol) and 
stirred for 2 days. The reaction mixture was poured into water and extracted into ethyl acetate. 
The organic layer was washed by brine, dried over Na,SO<, filtrated and evaporated. The 
residue was purified by column chromatography on siUca (ethyl acetate / n-hexane = 1/6), 
Yield 2.14g (22% of theory), coloriess oil. 

'H-NMR (300 MHz, CDCl,): 1.47 (s, 9H). 2.93 (s. 3H). 3.44 (t, 2H, J=6.8 Hz), 3.59 (t. 2H. 
J=6.8 Hz); 

Rf 0.32 (ethyl acetate / n-hcxane = 1/6). 



Example 48 A 

/er/-Butyl/^-[2-(2-cyanophenoxy)ethyl]-iV-methylcarbamate 




The preparation was carried out in analogy to example 15A startmg from /er/-butyl N-(2- 
bromoethyl)-7/-methylcarbamate and 2-hydroxybenzonitrile (example 47A) (802.3 mg). 
Yield 287.3 mg (31% of theory), colorless oU. 

'H-NMR (300 MHz, CDCl,): 1.47 (s. 9H), 3.08 (s, 3H), 3.67 (t, 2H. J=5.2 Hz), 4.1 1-4.22 (m, 

2H), 6.95-7.02 (m, 2H), 7.44-7.55 (m, 2H); 

MS (FAB) C.jHjSNiOj m/e'calc 276.3; found 277 (MH*); 

Rf 0.15 (ethyl acetate / n-hexane = 1/4). 



Example 49 A 

2-[2-(Methylamino)ethoxy]benzomtrile hydrochloride 




The preparation was carried out in analogy to example 1 8 A strating from rert-butyl //-[2-(2- 
cyanophcnoxy)ethyl]-i^-methylcarbamate (example 48A) (285 mg). 
Yield 95.9 mg (44% of theory), coloriess powder 

•H-NMR (300 MHz. CD,OD): 2.90(s, 3H). 3.57 (t. 2H. J=4.9 Hz). 4.48 (t. 2H. J=4.9 Hz), 7.: 
(dt. IH. J=0.6. 7.6 Hz). 7.27 (dd. IH. J= 0.6,8.5 Hz). 7.68-7.74 (m. 2H); 
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MS (FAB) C,oH„N,O.HCl m/e calc 176.2; found 177 (MH*). 



Example 50A 

/er/-ButylAr-[2-(2-nitrophenoxy)ethyl3carbainate 




To a solution of 2-iutrophenol (4.991 g, 35.9 nunol, 1.2 eq.) and potassium carbonate (4.959 
g, 35.9 nunol, 1.2 cq.) in T/.AWimethylfonnamide (50 mL) was heated at 40 for 30 
minutes. To this solution was added /er/-butyl-^A(2-bromoethyl)carbamate (6.7 g 29.9 nunol, 
1.0 cq.) and sodium iodide (0.0 1 g, 0.067 mmol, catalytic amount) and stirred at 60 for 
overnight The reaction mixture was poured into water and extracted into ethyl ether. The 
organic layer was washed by water and brine, dried over Na^SO^ and evaporated. The residue 
was purified by column chromatography on siUca (n-hexane / ethyl acetate = &om 2/1 to 1/1). 
Yield 434 g (52% of theory), pale yellow soUd. 

«H-ijMR (300 MHz. CDCI3); 1.45 (s, 9H), 3.58 (dt, 2H, J=5.6, 5.0 Hz), 4.17 (t. 2H. J=5.0 Hz), 
5.14 (br s. IH); 7.02-7.08 (m, 2H), 7.50-7.56 (m. IH). 7.86 (dd, IH, J=1.7, 8.1 Hz); 
MS (FAB) C,jH,jN,Oj m/e calc 2823; found 283 (MH*); 
Rf 0.34 (n-hexane / ethyl acetate = 2/1). 



Example 51 A 

/err-ButylAr-[2-(2-aminophcnoxy)ethyl]carbamate 
• O NH2 

A solution of /er/-butyl //.[2K2-nitrophenoxy)ethyl]carbamate (example 50A) (2.99 g, 10.6 
mmol) in methanol (30 mL) was stirred under an atmosphere of hydrogen over 10% Fd-C for 
5 hours. The reaction mixture was filtrated on Celite and washed with methanol several times, 
the filtrate was concentrated in vacuo. 
Yield 2.3 8g (89% of theory), pale gray solid. 

•H-NMR (300 MHz. CDCl,): 1.45 (s, 9H), 3.55 (dt, 2H. J=5.3. 5.1 Hz). 4.06 (t. 2H, J=5.1Hz). 
4.95 (br s. IH). 6.89 (dd. IH. J=l.l. 8.2 Hz). 6.95-7.00 (m. IH). 7.16-7.21 (m. IH). 7.52 (dd. 
lH.J=1.5,8.0Hz), 7.86- (brs. IH); 
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MS (FAB) C^HjoNA m/c calc 2523; found 253 (MH*); 
Rf 0.33 (n-hcxane / ethyl acetate « 2/1)- 

Example 52A 

^€r^butyl//-[2<2-trifluo^omethancsulfonamidophenoxy)et^^ 

To a solution of /er/-butyl //-[2-(2-aininophcrioxy)ethyl]carbainate (example 51 A) (0.80 g, 
3.17 mmol, 1.0 eq.) and trifluoromethanesulfonic anhydride (0.587 mL, 3.49 mmol, 1.1 eq.) 
in dichlororaethane (10 mL) was added triethylamine (0.53 mL. 3.8 1 mmol. 1 .2 eq.) at 0 "C 
and stirred at room temperature for 5 hours. The mixture was partitioned between ethyl 
acetate and water. The organic layer was washed by 0.5N hydrochloric acid, water and brine, 
dried over NajSO^ and evaporated. The residue was purified by column chromatography on 
silica (n-hexane / ethyl acetate - 3/1). 
"Weld 0.769 g (63% of theory), coloriess oil. 

'H-NMR(300MHz,CDCl,): 1.45 (s,9H), 3.54 (dt,2H.J=6.3, 5.2 Hz), 4.11 (t, 2H. J=5.2 Hz), 
4.91 (br s, IH), 6.67-6.84 (m, 4H): 

MS (FAB) C„H„FjN,0,S ni/e calc 384.4; found 385 (MH*)- 
Example 53A 

//-[2-(2-Aminoethoxy)phenyl]trifiuoromethanesulfonamide hydrochloride 



JO 



Ha 



The preparation was carried out in analogy to example 18A starting from /erf-butyl //-[2-(2- 
trifluoromethanesulfonamidophenoxy)ethyl]carbamate (example 52 A) and afforded a white. 

solid. Yield 95%. 

'H-NMR (300 MHz. DMSO-d6): 3.21-3.35 (m. 2H). 4.22 (t, 2H. J=5.0 Hz). 7.02 (dl. IH.' 
J=l.l . 7.7 Hz). 7.12 (dd, IH, J=0.9, 8.2 Hz), 7.28-7.35 (ra 2H), 8.21 (br s. 3H), 1 1.18 (br s. 
IH); 



wo 00/20401 



PCT/JP99/05319 



66 

MS (FAB) C,H„F,N,0,S.HCI m/e calc 284.3; found 285 (MH*). 
Example 54A 

/er/-Butyl //.[2-(2-cyanopyridin-3-yl)ethyl]carbamate 

I O CN 
The preparation was carried out ia analogy to example 1 5A starting from 2-cyano-3- 
hydroxypyridine (Synthesis 1983. 316) (1.185 g). 
Yield 648.9 mg (47% of theory), colorless oilv . 

'H-NMR(300MHz,CDCl,): 1.45 (s. 9H). 3.61 (dt,2H. J=5.9 5.2Hz).4.18(t.2H. J=5.2Hz). 
5.04 (br s. IH). 7.36 (dd. IH. J=1.2. 8.7 Hz). 7.47 (dd. IH. J=4.5. 8.7 Hz). 8.31 (dd. IH. 
J=l .2.4.5Hz); 

MS (FAB) CijH^NjOj m/e calc 263.3; found 264 (MH*); 
Rf 0.19 (ettyl acetate / n-hexane = 1/1). 



Example 5SA 

3-(2-Aminoethoxy)-2-cyanopyridine hydrochloride 



xHCl ^sf^ 



UN 

The preparation was carried out in analogy to example 1 8 A starting from ferr-butyl N.[2-(2. 
cyanopyridin-3-yl)ethyl]carbamate (example 54A) (647 mg). 
Yield 448.3 mg (77% of theory), colorless powder. 

'H-NMR (300 MHz. CD,OD); 3.49 (t. 2H. J=5.0 Hz), 4.49 (t. 2H. J=5..0 Hz). 7.79 (dd. IH. 
J=4.5. 8.8 Hz). 7.78 (dd, IH. J=1.2. 8.8 Hz). 8.36 (dd. IH. J=1.2. 4.5Hz); 
MS (FAB) C,H,N,0,.xHCl m/e calc 163.2; found 164 (MH*). 



Example 56A 

(S)-2-((A^-tcrt.-Butyloxycarbonyl)aminol-l-bromoprop; 
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Chlral 
Br 



To a mixture of Boc-L-alaninol (3.00 g. 17.2 mmol) and HN-diisopropylcthylaminc (3.6 mL. 
20.5 nunol) in dichloromethane (9 mL) was added dropwise methanesulfonyl chloride (1.59 
mL, 20:5 mmol) under an ice cooling. The reaction mixture was stirred at room temperature 
for 3 hours. After evaporation of volatUes in vacuo, tetrahydrofiixan (18 mL) and lithium 
bromide (2.97 g. 34.2 mmol) was added to the residue. The resulted suspension was stirred at 
room temperature for 24 hours, then the mixture was heated to 50 «C for 5 hours. The 
mixture was concentrated, dissolved in water, extracted with ethyl acetate, dried and 
evaporated. Purification by silica gel column chromatography (n-hexane/ethyl acetate = 10/1 • 
to 5/1 eluent). 

Yield 1.61g (39 % of theory), colorless solid. 

.'H-NMR (300MHz, CDCl,): 1.24 (d. 3H. J=6.7 Hz). 1.45 (s. 9H). 3.43-3.66 (m, 2H). 3.93- 
4.00 (m, IH), 4.66 (br s, IH); 
mp 44.9-45 .8 "C; 

Rf = 0.6 (n-hexane/ethyl acetate = 2/1). 
Example 57A 

(R)-2-[(W-rer/.-Butyloxycarbonyl)amino]-l-bromopropane 
Q . Chiral , 




-m. preparaUon wa. carried out in analogy to «ampl= 56A sorting ftom BocD-alaninol. 



Yield 42% of theory. 

•H-NMR (300 MHz, CDCl,) : 1.24 (d. 3H, J=6.7 Hz). 1.45 (s, 9H). 3.43-3.63 (m, 2H), 3.93- 
3.98 (m, IH), 4.66 (br s, IH); 
mp 44.8-45:8 °C; 

Rf = 0.6 (n-hexane/ethyl acetate = 2/1). 



Example SB A 

(S)-2.[2-[(A/-/er/.-Butyloxycarbonyl)aminopropoxy]benzomtrile 
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Chiral 



To a suspended mixture of 2-cyanophenol (250 mg, 2.10 mmol) and cesium carbonate (753 
mg, 2.31 mmol) in N,N-dimethylformamide (6 mL) was added example 56 A (500 mg, 2.1 
nunol) at room temperature. The reaction mixture was stirred at ambient temperature for 3 
days. After an additional stirring at 50 *C for 5 hours, the reaction mixture was quenched 
with water. The mixture was extracted with ethyl acetate, washed with brine, dried and 
concentrated. Purification by silica gel column chromatography (n-hexane/ethyl acetate = 
10/1 to 4/1 elucnt) yielded 306 mg of a colorless oil that consist of the target molecule and 2- 
cyanophenol (ca. 1:1). 

MS (FAB) C,5HjoNj03 m/e calc 276.3; found 277 (MiT); 
Rf 0.55 (n-hexane/ethyl acetate «= 1/1). 

Example S9A 

(R)-2-[2-[(W-/er/.-Butyloxycarbonyl)aminopropoxy]benzonitrile 



The preparation was carried out in analogy of example 58A starting from example 57A. 

mixture of the product & 2-cyanophenol (1:1) 

MS (FAB) C„HioN A ni/e calc 276.3; found 277 (MH*); 

Rf 0.55 (n-hexane/ethyl acetate = 1/i). 

Example 60A 

(S)-2-[2-aminopropoxy]ben2onitrile hydrochloride 

Chiral 



To a solution of example 58 A (306 mg) in 1,4-dioxane (4 mL) was added 4N-hydrochloric 
acid in 1,4-dioxane (4 mL) at room temperature. The mixture was stirred at ambient 
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temperature for I hour. A large volume of diethyl ether was poured into the reacUon 
mixture until a white precipitate was observed. The precipitate was collected by filtration, 
washed with diethyl ether and dried. 

Yield 1 15 mg (26% yield in 2 steps from example 56 A), white solid 

'H-NMR (300 MHz, DUSO-d,): 1.34 (d. 3H, J=6.7 Hz). 3.61- 3.67 (m. IH). 4.25-4.28 (m. 
2H). 7.16 (dt, J=0.5. 7.6 Hz). 7.31 (d, J=8.5 Hz), 7.66-7.72 (m, IH). 7.77 (dd, IH, J=7.6. 1.7 
Hz), 8.28 (brs. 3H); 

MS (FAB) C,oH„N,O.HCl m/e calc 176.2; found 177 (MH*); 
mp 178.3-180.4 "C. 



Example 61A 

(R)-2-[2-aminopropyl-l-oxy]benzonitrUe hydrochloride 

Chiral 



HCI 

The preparation was carried out in analogy to example 60A startmg from example 59A. 
Yield 21% yield iri 2 steps from example57A. white solid 

'H-NMR (300 MHz, DMSO-cf^: 1.34 (d. 3H. J=6.7 Hz), 3.61-3.67 (m. IH). 4.24-4.27 (m. 
2H). 7.16 (dt. J=0.6. 7.6 Hz), 7.31 (d. J=8.5 Hz). 7.66-7.72 (m, IH). 7.77 (dd. IH. J=7.6. 1.7 
Hz), 8.23 (br s. 3H); 

MS (FAB) C,oHaNiO.HCl m/e calc 176.2; found 177 (MH*); 
mp 174.1-177.0 'C. 

Example 62A 

2-[(2.N-Tert.-butyloxycarbonylamino)ethyl-loxyl-5-fluoro-benzonitrile 
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The preparation was carried out in analogy to example 15 A starting itotn 2-cyano-4- 
fluorophenol (EP 1520 14), 
Yield: 50% of theory; white solid 

"H-NMR (300 MHz, DMSO-^^: L45 ( s, 9H), 3-58 ( dt, 2H, J=6 and 6Hr), 4.08-4.16 (m, 
2H). 5.06 (s. IH), 6.93 (dd, IH, J=4-0, 9,0Hz) 7.21-7.30 (m, 2H); 
MS (FAB) Cj^Hn FNjOj m/e calc 280.3; foxind 281 (MH*); 

Example 63 A 

l-(4-Fluoro-2-nitrophenyl)-4-trifIuoroacctyIpiperazine 




To trifluoroacetic anhydride (25 inL) was added l-(4-£luorophenyl)pipcra2ine (3.0 g, 16.65 
nunol, 1.0 eq.) and potassium nitrate (1.851 g, 18.31 mmol, 1.1 eq.) was added at 0 **C and 
stirred at 0 for 1 hour and at room temperature for overnight The reaction mixture was 
poured into ice, neutrized by sat NaHCO, aq. and extracted into ethyl acetate. The organic 
layer was washed with sat NaHCOj aq., water and brine, dried over Na^SO^, filtrated and 
evaporated.- The reshiue was purified by column" chromatography on silica (ethyl acetate / n- 
hexanc — 4/1). 

Yield 4.642 g (87% of theory), brown solid. 

^H-NMR (300 MHz. CDCI3): 3.06-3.10 (m, 4H), 3.76 (t, 2H, J=4,7 Hz), 3.85 (t, 2H, J=5.0 
Hz), 7.22 (dd, IH, J-4.9, 9.0 Hz), 7.30 (dd, IH, J-3.0, 9.0 Hz), 7.55 (dd,* IH, J=3.0, 7.8Hz); 
MS (FAB) CjjHnF^NjOj m/e calc 321.2; found 322 (MH*); 
Rf 0,40 (ethyl acetate / n-hexane = 1/4). 

Example 64A 

l-(2-Ammo-4-fiuorophenyl)-4-trifluoroacctylpiperaane 




The preparation was carried ut in analogy to example 5 1 A starting from example 
Yield 84% of theory, colorless oil. 
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•H-NMR (300 MHz, CDCl,): 2.91-2.93 (m, 4H), 3.73 (m, 4H). 4.09-4.16 (m, 2H), 6.38- 
6.47 (m, 2H), 6.90 (dd, IH. J=5.7, 8.5 Hz); 
MS (FAB) C„H„F<NjO m/e calc 291.3; found 292 (MH*)- 

Example 65 A 

1 -(2-Ainino-4-fluorophenyI)piperazine 



HN^ NHj 

To a solution of l-(2-Amino-4-fluorophenyl)-4rtrifluoroacetylpiperazine (l.OO g 3.433 mmol, 
1.0 cq.) in ethanol (10 mL) was added sodium borohydride (0.13 g ,3.433 mmol, 1.0 eq.) at 0 
"C and stirred at 0 "C for 1 hour and at room temperature for overnight. The reaction mixture 
was concentrated, diluted with water, and extracted into chloroform. The organic layer was 
dried over KjCOj, filtrated and evaporated. 
Yield 543 mg (81% of theory), white solid 

«H-NMR(300 MHz, CDClj): 2.80-2.83 (m, 4H). 2:99-3,02 (m, 4H), 4.13 (br, 2H), 6.36-6.45 

(m, 2H), 6.92 (dd, IH, J=5.8, 8.4 Hz); 

MS (FAB) C.oHmFN, m/e calc 195.2; found 196 (MH*). 

Example 66A 

2-[l-(6-fluoro-5-hydroxy-lH-benzoimidazol-2-yl)ethyl]-3-methyl-3H-ben2oimidazole-5- 
carboxylic acid 



HO 

To a solution of 2-[l-(5-ben2vloxy-6-fluoro-lH-benzoimidazol-2-yl)ethyl]-3-methyl-3//- 
benzoimidazole-S-carboxylic acid (example 13A) (0.50g, 1.13mmol) in methanol (30 mL) 
was added 10% palladium on carbon (10% Pd-C) (0.40g) and stirred under an atmosphere 
hydrogen at 2 - 3 atoms for 4 hours. The reaction mixture was filtered through cclite: The 
filtrate was condensed under reduced pressure and dried in vacuo. 
Yield: 0.25g (62.7% of theory), colorless powder 





OH 
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•H-NMR(300MHz.DMSO-rf,): 1.82 (d. 3H. J=7.1 Hz). 3.77 (s, 3H), 4.86 (q. 1H, J=7.1 
Hz), 6.99 - 7.01 (m, IH). 7.18 - 7.25 (m. IH). 7.57 (d. lH. J=8.4 Hz). 7.81 (dd, IH. J=8.4. 1.4 
Hz), 8.07 (s, IH); 

MS (FAB) Ci.HiiFN^O, m/e calc 354.3; found 355 (MH*); 
Rf 0.10 (acetic acid / methanol / ethyl acetate = 1 / 20 / 80). 



Example .67A 

I -(2-Nitrophenyl)pipera2in 

.To a stirred solution of pipcrazine (15^6 g. 177.1 8 mmol) in tetrahydiofuran (100 mL) was 
added 2-fluoronitrobenzene (5.00 g. 35.44 mmol) and stiirfed at room temperature for 4 hours. 
The reaction mixture was concentrated in vacuo and diluted vrith ethyl acetate. Hie organic 
layer was washed with water, dried over MgSO,, filtered and concentrated. Th^ cmde orange 
oU (10.13 g) was used for the next step without further purification. 

«H-NMR (300 MHz CDC13): 2.95-3.66 (m. 8H), 7.02 (dt, IH, J= 8.3, 2.0 Hz), 7.13 (dd, IH, 
J=8.3, 1.1 Hz), 7,44-7.50 (m, IH), 7.74 (dd, IH, J=8.1, 1.6 Hz); 
MS (FAB) C,oH„N,02 ni/e calc 207.2; found 208 (MH*); 
Rf 0.25 (chloroform / methanol = 10/1). 



Example 68A 

l-/crt-Butoxycarbonyl-4-(2-nitrophenyl)piperazine 



-O^N.^ NO. 



' o 

To a stirred solution of l-(2-nitrophenyl)pipcrazin (example 67A) (10.13 g. 48.88 mmol) in 
dichloromethane (100 mL) was added triethylamine (3.41 mL, 24.44 mmol) and di-ferr-butyl 
dicarbonate (21.34 g, 97.76 mmol). The mixture was stirred at room temperature for 12 hours. 
The reaction was concentrated in vacuo. Purification by silica gel column chromatography 
twice (from n-hexane only to n-hexane / ethyl acetate = from 25/1 to 4/1 , twice) afforded 
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yellow oil (16.12 g) contaminated with di-rcrt-butyl dicarbonate (ca. 30%) which was 
tised for the next step without further purification. 

'H-NMR (300 MHz, CDCI3): 1.48 (s. 9H), 1.53 (s, 8H). 3.01 (t, 4H, J=4.9 Hz). 3.58 (t. 4H, 
J=4.9 Hz), 7.06-7.16 (m.2H). 7.46-7.50 (m, lH)7.77(dd, IH. J=8.1. 1.6Hz): 
MS (FAB) C,jHj,N304 m/e calc 307.4; found 308 (MH*); 
Rf 0.33 (n-hexane / ethyl acetate = 4/1). 



Example 69 A 

l-/er/-Butoxycarbonyl-4-(2-aminophenyl)piperazine 
^ O 

Under H, atmosphere (3 atm). the mixture of l.rer/-butoxycarbonyl-4-(2. 
nitrophenyl)piperaane (example 68A) (16.1 1 g. 34.59 mmol, containing di-/er/-butyl 
carbonate), propylamme (1.42 mL, 17.30 nunol, to separate di-rerf-butyl carbonate from 
target compound) and 10% Pd-C (1 g) in methanol (150 mL) was stirred at room temperature 
for 4 hours. The reaction mixture was filtered with celite pad and the fUtrate was concentrated 

in vacuo. Purification by siUca gel column chromatography (n-hexane / ethyl acetate = 9/1). 

Yield 8.61 g (88% of theory from l-(2-fluorophenyl)piperidine). colorless soUd. 

'H-NMR (300MHz. CDCI3): 1-49 (s. 9H). 2.85 (t, 4H. J= 4.9 Hz). 3.55 (m. 4H). 3.97 (br s. 

2H), 6,71-6.77 (m, 2H). 6.91-6.97 (m. 2H); 

MS (FAB) C„HuN,Oi m/e calc 277.4; found 278 (MH^); 

mp. 120-122°C; 

Rf 0.41 (n-hexane / ethyl acetate = 2/1). 
Example 70A 

1 -(2-aminophenyl)piperazine. hydrochloride 
xHCI jT y 

The preparation was carried out in analogy to example 18 A starting from example 69A. 
Yield 79% of theory, colorless solid 
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•H NMR (300 MHz. DMSO^rf*): 3.09-3.19 (m. 4H). 3.28 (s. 4H). 3.85 (br s, IH). 7.22- 
7.44 (m, 4H), 9.38 Qor s. 2H); 

MS (FAB) C.oHjjNj-HCl m/e cdc 276; found 278 (MHO; 
Example 71A 

l-/er^Butoxycarbonyl-4-(2-trifluoromethanesulfona^udephenyl)pipera2ine 

•nie preparation was carried out in analogy to example 52A starting from example 69A. 
Tield 45% of theory, white solid 

«H-NMR(300MHz.CDCl,): 1.49 (s.9H), 2.81 (t,4H, J=4.9 Hz). 3.60 (brs.4H). 7.14-7.26 
(m, 3H), 7-56-7.60 (m, IH); 

MS (FAB) C,«Hj2 FaNjO^S m/e calc 409.4; found 410 (MH*); 
mp.ll5-118«»C; 

Rf 0.34 (n-hexane / ethyl acetate = 4/1). 
Example 72A 

l-(2-Trifluoromethanesulfonamidephenyl)piperazine 



2HCI , 

1 uii P 



The preparation was carried out in analogy to example 18A starting from example 71 A. 
Yield 73% of theory, white solid 

'H-NMR (300 MHz DMSO-^.): 3.06-3.09 (m. 4H). 3.16-3.21 (m. 4H). 7.20-7.40 (m, 
4H);9.24 (br s, 2H); 

MS (FAB) C„H„F,N,0,S HCI m/e calc 309; found 310 (MH*); 



Example 73A 

2-(A/-fer/-Butyloxycarbonylamino)cthoxy-1.3-difluoroben2cne 
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O F 
The preparation was carried out in. analogy to example 15 A starting from 2,6-difluorOphenoI. 
Yield 55% of theory, colorless oil. 

'H-NMR (300 MHz CDCl,): 1.45 (s, 9H), 3.44-3.51 (m, 2H), 4.17 (t, 2H, J=5.0 Hz), 5.10 (br 
s,lH), 6.81-7.02 (m,3H); 

MS (FAB) ChHitFiNOj m/e calc 273.2; found 274 (MH*); 
Rf 0.57 (n-hexane / ethyl acetate = 4/1). 

Example 74A 

2-Aminoethoxy- 1 ,3-difluorobenzene hydrochloride 
F 

The preparation was carried out in analogy to example 18A starting from example 73 A. 
Yield 42% of theory, colorless solid. 

'H NMR (300 MHz DMSO-if«): 3.49 (s. 2H), 4.43 (s, 2H), 6.80-6.99 (m. 3H), 8.47 (br s. 2H); 
MS (FAB) CgHjFjNO HCl ih/e calc 173; found 174 (MR*). 

Example 75A 

l-[2-(^/-ferr-Butyloxycarbonylamino)ethoxy]-2-fluorobenzene 





O F 
The preparation was carried out in analogy to example ISA starting from 2-fluorophenol. 
Yield 71% of theory, colorless oil. 

'HNMR(300 MHzCDCI,): 1.45 (s. 9H), 3.54 (q, 2H, J= 5.4 Hz), 4.09 (t, 2H, 7= 5.1 Hz). 
5.20 (br s, IH), 6.88-7.1 1 (m. IH); 

MS (FAB) C„H„F,N03 m/e calc 255.3; found 256 (MH*); 



wo 00/20401 



PCT/JP99/05319 



76 

Rf 0.34 (hexane/cthyl acetate = 4/1). 



Example 76A 

I -^-ainmoethbxy)-2-fluorobenzene 




•F 



The preparation was carried out in analogy to^jcample 18A starting from example 75A. 
Yield 38% of theory, colorless solid. 

'H NMR (300 MHz DUSO-d^: 3.23 (t, 2H, J= 5.2 Hz), 4.26 (t, 2H, J= 5.2 Hz), 6.97-7.03 

(xn, IH), 7.13-7.28 (m. 3H), 8.18 (s, 2H); 

MS (FAB) CHioFNO HCl m/e calc 155; found 156 (MH*). 



Example 77A 

3-Methyl-2-(4.5.7-trifluoro-1H-benzimidazol-2-yl-rnethyl)-3H-benzirnldazole-5- 
carboxylic acid 




A mixture of example 10A (0.75g; 2.91 mmol), example 4A (0.51 g; 3.05mmol) and 
DMPU (1,3-dimethyltetrahydro-2(fH)-pyrimidone: 2.5ml) was stirred under vacuum 
at SO'C for 2h to remove residual gases and heated to 200'C (bath temperature) for 
1h under argon in a disUltation apparatus to remove the reacUon water. The DMPU 
was evaporated in vacuo and the warm residue was taken up in dichloromethane 
and stin-ed at room temperature for 2h. The product was collected by filtration and 
dried in vacuo. 
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Yield: 1 -OOg (96% of theory); grey crystalline solid 

^H-NMR (200 MHz. DMSO-de): 3.91 (s. 3H). 4.68 (s. 2H). 7.35 (cm. 1H). 7.62 (d..1H. 
J= 9Hz). 7.81 (dd. 1H. J=9 and 0.5Hz). 8.20 (d. 1H. J=0.5Hz). 12.8 and 13.6 (2 br s. 
2H); 

MS (DCI/NH3) CUH11F3N4O2 m/e calc 360.3; found 361 (M+H ). 
mp >250'C. 



Preparation Examples 



Example 1 

24C4.6-Dmuoro-lH.bendmidazol-2.yl)difluoromethyl]-7^[2<^^^^ 
mediyl-3fi'-ben2imidazol-5*-carboxamide. 




The preparation was carried out in analogy to example 27A starting from difluoro 
malonic acid, example 21 A, and 2-amino-4.6-difluoro-aniline. 
Yield: 20% of theory; slightly yellow crystalline soUd 

'H-NMR (200 MHz. DMSO-rf.): 3.68 (dt. 2H. J=6 and 6Hz). 4.03 (s. 3H). 4.12 (t, 2H. 
J=6Hz). 6.95-7.40 (m. 6H). 7.80 (d. IH. J=8Hz). 7.88 (dd. IH. J=8 and O.SHr). 8.32 (d. IH. 
J=0.5Hz), 8.81 (t, IH, J=6Hz). 14.3 (br s. IH); 
MS (DCI/NH,) C„H„lF,N,0,m/e calc 515.4; found 516 (M+H*); 
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R,0.66 (ethyl acetate) 



Example 2 

2-[(4,6-Diauoro-lif-benziinidazoI-2-yl)difiuoromethyl]-//-[2-(4-fluorophenoxy)ethyl]-3//- 




The preparadon was carried out in analogy to example 27A starting from difluoro 
malonic acid, example 22A. and 2-amino-4,6-dmuoro-aniline. 
Yield: 25% of theory; tan crystalline solid 

'H-NMR (200 MHz, DMSO-^ftf): 3,65 (dt. 2H, J=6Hz and 6Hz). 4.10 (t, 2H. J=6Hz), 6.90- 
7.40 (m. 6H), 7.70 (d, IH. J=8Hz). 7.90 (d, IH. J=8Hz). 8.20 (s, IK), 8.80 (t, IH. J=6Ife). 
14.10 (br.s, IH) 

MS (DCI/NHj) Cj,H,«F,N,0,m/e calc 501.4; found 502 (M+H*); 
R,0.61 (ethyl acetate) 



Example 3 

//-[2.(4-Fluorophenoxy)ethyl]-2-[(4.6J-trifluoro-lH-benzimidazol-2-yl)difluoromethyl]-: 
ben2imidazol-5-carboxamide 




The preparadon was carried out in analogy to example 27A starting from difluoro malonic 
acid, example 21 A. and 2-amino-3'.4.6-trifluoro.aniline. 
Yield: 6% of theory; white crystalline solid 
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'H-NMR (200 MHz, DMSO-</<5): 3.66 (dt. 2H, J=6Hz and 6H2). 3.99 (s.3H), 4.12 (t, 2H, 
J=6Hz), 6.90-7,90 (m, 7H), 8.28 (s. IH), 8.80 (t, IH, J=6Hz). 14.10 (br, s, IH); 
MS (DCI/NH3) C,5H„F«N,02in/e calc 533.4; found 534 (M+H*); • 
R, 0.57 (ethyl acetate) 

Example 4 




The preparation was carried out in analogy to example 27A starting firom difluoro 
malonic acid, example 24A, and 2-ainino-4,6-difluoro-aniline. 
"Vleld: 28% oftheory; yellow crystalline solid 

•H-NMR (200 MHz, DMS0-«f5): 3.12 (cm, 4H), 3.70 (cm, 4H), 4.00 (s, 3H), 6.90-7.50 (m. 

7H), 7.86 (d, IH, J^SHz), 7.92 (s, IH), 14.30 (br s, IH); 

MS (DCI/NH,) Cj^Hj.FjNjOm/e calc 540.5; found 541 (M+H*); 

R, 0.55 (ethyl acetate) 

Example 5 

2-[(6-Fluoro-5-hydroxy-lH-benzinudazol-2-yl)difluoromethyl]-7/-[2-(4- 
fluorophenoxy)ethyl]-3-methyi-3H-benzimidazol-5-carboxamide. 




A solution of example 27A (1.13g; 1.86mmol) in methanol (lOOml) was 
hydrogenated at 3 barfor 2h in the presence of palladium, 10 % on 
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charcoal (0.2g). The reaction mixture was filterd through kiesclgur. washed with 
metharjol and the filtrate was concentrated in vacuo. The residue was purified by 
chromatography on sUicagel (ethyl acetate:toluene=l:l). 
Yield: 0.828g (87% of theory); white solid 

H-mAR (200 MHz, DMSO-<f<y): 3.69 (dt, 2H, J=6Hz and 6Hz), 3.95 (s.3H). 4.15 (t, 2H. 
J=6Hz). .6.90-7.25 (m. 5H). 7.48 (cm. IH). 7.80 (d. IH. J=8Hz). 7.88 (dd, IH. J=8 and 0.5Hz), 
8.3 1 (d, IH, J=0.5Hz). 8.84 (t, IH. J=6Hz), 10.00 (br s, IH), 13.45 (br s. IH); 
MS (DCI/NHj) Cj5H„F5N30,tn/e calc 513.5; found 514 (M+H*): 
0.42 (ethyl acetate) 

Example 6 

5.[4-(4-FIuorophenyl)piperazm-lrylcarbonyl]-3-methyl-2-[l-(4,5.7-ttifluoro-l/^ 
benzimldazol-2-yl)ethyl]-3H-bcnzimida2ole 




o 

Method A: 

To a stirred mixture of example 1 lA (21.8g; 58.2mmol). l.(4-fluorophenyl)pipera2ine 
(10.5g; 58.2mmol) and N-metiiyUnoipholine (7.36g; 72.8 mmol) inN.N^imetiiylfomiamide 
(400ml) was added under argon at O'C l-hydroxybenzotriazole (10.2g: 75.7mmol) and N-(3. 
dimetiiylaminopropyl)-N'-etiiylcarbodlimide hydrochloride (12.3g; 64.1mmol). The nuxture 
allowed to warm to room temperature and stirring was continued for 3h. The solvent was 
evaporated in vacuo and tiie residue was partitioned between water (500ml) and ethylacetate 
(400ml). The aqueous layer was extracted with etiiyl acetate (3 x 150ml). The combined 
organic layers were washed witii sat aq. NaCl solution, dried over MgSO. and evaporated in 
vacuo. The residue was treated witii dichloromediane / cyclohexane and precipitated cnide 
product was collected by filtration and dried in vacuo. For furtiier purification the crude 
product was dissolved in a mixture of hot dichloromettiane (300ml)/etiianol (ISOml) and tiie 
dichlorometiiane was evaporated in vacuo. The edianol solution was slowly cooled under 
stirring, the precipitated product was collected by filtration, washed with ethanol and dried m 
vacuo. This purification procedure was repeated twice. 
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Yield: 21.8g (70% of theory), white crystals 
'H-NMR (400 MHz, DMSO-cf«): 1.88 (d, 3H, J=7.l Hz). 3.1 1 (cm, 5H), 3.65 (m, 3H). 3.80 (s, 
3H), 4.97 (q; IH, J=7.1 Hz), 6.95-7.10 (m. 4H), 7.27 (dd, IH, J=8 and 0.5 Hz). 7.32 (cm. IH), 
7.65 (d, IH, J= 8H2), 7.68 (d, IH. J=0.5Hz), 13.46 (br s. IH); 
MS (FAB) C3,H„F<N«0 m/e calc 536.5; found 537 (MH*); 
nup.225-227«»C; 

Rf 0.29 (ethyl acetate / methanol ■= 10/1). 
Method B: 

To a cooled (0 'C), stirred suspension of example UA (1.00 g, 2.671 mmol, 1 eq) 'mN,N- 
dimethylformamide (10 niL) was added l-(4-£luorophenyl)piperaane (0.48 g, 2.671 mmol, 1 
eq), N-(3-dimethyIanunopropyl)-N'-ethylcarbodiimide hydrochloride (0.56 g, 2.939 mmol, 
l.l eq), 1-hydroxybenzotriazole (0.40 g, 2.939 mmol, 1.1 eq) and triethylamine (0.413 mL, 
2,-939 mmol, 1.1 eq). The mixture was stirred at room temperature for 12 hours. The reaction 
mixture was concentrated in vacuo and diluted with ethyl acetate. The organic layer was 
washed vdth water and sat NaHCOj aq., dried over MgSO^, filtered and concentrated. 
Purification was carried out by silica gel column chromatography (ethyl acetate / methanol = 
from 100/5 to 10/1 as eluent) and recrystallization twice (from ethyl acetate/diethyl ether = 
1/5, chioroform/hexane = 1/5) to give white solid 
Yield: 1 .047 g (73% of theory) 

Method C: 

To a stirred suspension of example 1 lA (0.70g; 1.87mmol) in dichloromethane (20ml) was 
added under Argon at-lO^C triethylamine (038g; 3.74mmoI). l-(4-fiuorophenyl)piperazine 
(034g; 1.87mmol) and N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide hydrochloride 
(0.3 9g; 2.06mmol). The mixture was allowed to warm to room temperature and stirring was 
continued for 15h- The mixture was diluted wiUi dichloromethane and washed with water 
(50ml), sat aq. NaHCO, solution (2 x 50ml), water (50ml), dried overNajSO^, and 
evaporated in vacuo: The residue was purified as described above in method A. 
Yield: 0.67g (67% of theory), white crystals 



Example 7 
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3-Methyl-5<4-phcnyIpipera2m4.ylcarbonyl)-2-[l"<4,5J-trifiuoro-lH-bc 
yl)ethyl]-3H-benzinudazole 



The preparation was carried out in analogy to example 6 starting from example 11 A and 1- 
phenylpiperazlne (method B). 
Yield: 37% of Aeory, colorless solid 

•H-NMR (300 MHz, DMSO-d«): 1.87 (d. 3H, J=7.1 Hz). 3.17-3^0 (m, 4H). 3.41-3.65 (m. 
4H). 3.81 (s. 3H). 4.97<q, IH, J=7.1 Hz), 6.80 (t. IH. J=7.3 Hz), 6.95 (d, 2H. J=8.0 Hz). 7.20- 
7.27 (m, 2H). 7.25-7.34 (ra, IH), 7.63-7.68 (m, 2H). 13.46 (br s, IH); 
MS (FAB) CuHajFaK,© m/e calc 518-5; found 519 (MH*); 
mp 246 "C; 

0.43 (chloroform / methanol = 10/1). 

Example 8 

5-(4-Benzylpiperazih-l-ylcarboayI)-3-methyl-2-[l-(4,5.7-trifluoro-lH'-ben2imida^^^^ 
yl)cthyl)-3i/-ben2imidazole 



The preparation was carried out in analogy to example 6 starting from example 1 



'H-NMR (300 MHz. DMSO-rf.): 1.86 (d,3H. J=7.1 Hz), 2.51 (m.4H).3.51 (m.6H),3.^ 
3H). 4.96 (q, IH, J=7.1 Hz). 7.20 (dd, IH, J=1.4. 8.3 Hz). 7.23-7.35 (m. 6H). 7.60-7.63 * 
2H), 13.45 (brs, IH); 

MS (FAB) C„H„F,N40 m/e calc 532.57; found 533 (MH*); 
mp 260.7 'C (dec); 




O 




O 



benzylpiperazine (method B). 

Yield: 60%. of theory; coloriess powder 
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Rf 0.36 (ethyl acetate / methanol = 10/1). 
Example 9 

3-Methyl-5-[4-(4-nitrophenyl)pipcra2in-l-ylcarboayl]-2-[lK4,57-trifluoro-l/f-beiirimi^ 
2-yl)ethyl]-3H-beazimidazole 
F 



O 

The preparation was carried out in analogy to example 6 starting from example 1 1 A and l-(4- 
nitrophenyl)pipera2ine (method B). 
Yield: 32% of theory, yellow solid. 

'HNMR(300MHz. DMSO-rf«): 1.88 (d, 3H, J=7.1 Hz), 3.50-3.77 (m. 8H). 3.81 (s, 3H). 4.98 
(q. IH. J=7.l Hz). 7.03 (d, 2H, J=9.5 Hz), 7.25-7.35 (m, IH). 7.29 (d, IH. J=8.3.Hz). 7.66 (d, 
IH. J=8.3 Hz). 7.69 (d, IH, J=0.8 Hz). 8.09 (d. 2H. J=9.5 Hz), 13.47 (br s, IH); 
MS (FAB) Ci,Hj4FjN,0, m/e calc 563.5; found 564 (MH*); 
mp>260 'C; 

Rf = 0.62 (chlorofoiin / methanol = 9/1). 
Example 10 

3-Methyl-5-[4-(2-pyrirnidyl)piperazin-l-ylcarbonyl]-2-[l-(4,5,7:trifltaoro-lH-benzimi 

yl)ethyl]-3H-ben2imldazole 
F 




The preparation was carried out in analogy to example 6 starting from example 1 1 A and l-(2- 
pyrimidyl)pipera2ine (method B). 
Yield: 25% of theory, colorless solid. 
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'H-NMR (300 MHz. DMSO-d<) 1.87 (d, 3H, J=7.1 Hz). 3.10-3.30 (m. 4H), 3.61-3.77 (m, 
4H), 3.80 (s, 3H), 4.97 (q, IH. J=7.1 Hz). 6.66 (t, IH, J=4.7 Hz). 7.26 (d, IH. J=9.5 Hz). 7.27- 
7.29 (m, IH), 7.63-7.67 (m, 2H), 8.37 (d, 2H. J=4.7 Hz), 13.47 (br s, IH); 
MS (FAB) CjjHjjFjNjO m/e calc 520.5; found 521 (MH*); 
mp >260 ^C; 

Rf 0.30 (chloroform / methanol =10/1). 
Example 11 

2-Il-(5-Fluoro-6-hydroxy-lif-benzimidazol-2-yl)ethyl]-5-[4-(4-fluorophenyl)piperazin-l- 
ylcarbonyl]-3 -methyl-3if-benzimidazole 



Yield: 29% of theory, colorless powder. 

'H-NMR (300 MHz, DMSO-cQ: 1.83 (d, 3H, J=7.1 Hz), 3,1 1 (m, 4H), 3.30 (s. 3H), 3.65 (m 
4H), 4.86 (q, IH. J=7.1 Hz), 6.95-7.09 (m, 5H), 7.26 (dd, 2H, J=1.3, 8.3 Hz), 9.44 (br s, IH), 
12.07 (brs, IH);' 

MS (FAB) CitHjsFjN^Oj m/e calc 516.6; found 517 (MH*); 

mp 189,5 'C (dec); 

Rf 0.20 (AcOEt / MeOH = 10/1). 

Example 12 

5.[4^2-cyanophenyl)piperazin-l-ylcarboayl3-3-methyl-2-[l-(4,5,7-trifluoro-lH- 
benzimidazol-2-yl)ethyl]-3H-benzimidazole 




O 



The preparation was carried out in analogy to example 6 starting example 66A and l-(4 
£luorophenyl)plperazine (method B). 
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The preparation was carried out in analogy to example 6 starting from example 1 1 A and 
l-(2-cyanophenyl)piperazine (method B). 
Yield: 53% of theory, colorless powder. 

'H-NMR (300 MHz, DUSO-d^: 1.87 (d. 3H, J=7.l Hz), 3.18 (ra, 4H), 3.64 (m, 4H), 3.72 (s 
3H), 4.98 (q, IH, J=7.1 Hz) 7.13 (dd, IH. J=7.5, 7.6 Hz), 7.20 (d. IH, J-8.3 Hz), 7.28 (dd, 
2H. J=1.3, 8.3 Hz), 7.59-7.74 (m. 4H), 13.47 (br s. IH); 
MS (FAB) C„H2<FjN,0 m/e calc 543.6; found 544 (MH*); 
mp 254.3 'CCdec); 

Rf 0.56 (ethyl acetate / methanol = 10/1). 



Example 13 

5-(4-(2-Amino-4-fluorophenyl)piperazin-l-ylcarbonyl]-3-methyl-2-[l-(4,5.7-tri£luoro-lH- 
ben2imidazol-2-yl)ethyl]-3i/-benzunidazole 

UJU^N^ NH, 
O 

The preparation was carried out in analogy to example 6 starting from example 1 1 A and 

example 65A. (method B). 

Yield: 51% of theory, pale yellow solid. 

'HNMR (300 MHz, DMSO-J^): 1.87 (d, 3H, J=7.1 Hz), 2.67-2.89 (m, 4H), 3.43-3.90 (m, 
4H). 3.81 (s, 3H), 4.98 (q. IH. J=7.l Hz), 5.18 (s, 2H), 6.23-6.30 (m, IH), 6.44 (dd, IH, 
J=2.9. 1 1.2 Hz), 6.90 (dd, IH, J=6.l'. 8.6 Hz), 7.25 (dd, IH, J=1.4, 8.2 Hz), 7.29-7.35 (m, IH) 
7.65 (d, IH, J=8.5 Hz), 7.66 (d. IH, J=0.9 Hz), 13.46 (s, IH); 
MS (FAB) CjjH^F.NjO m/e calc 551.5; found 552 (MH*); 
mp 234-239 'C; 

Rf = 0.68 (chloroform / methanol = 9/1). 



Example 14 

5-(l,4'-Bipiperidiny-r-ylcarbonyl)-3-methyl-2-[l-(4,5,7-trifluoro-lH.bcnzimidazol-: 
yl)cthyl-3ff-bcnzimidazole 



wo 00/20401 



PCT/JP99/05319 



86 




O 



The preparation was carried out in analogy to example 6 starting froin example 11 A and 4- 
piperidino-piperidine (method B). 
Yield: 49% of theory, colorless solid. 

'H-NMR (300 MHz, DMSO-rffi): U3-1.85 (m, lOH), 1.87 (d, 3H, J=7.1 Hz), 2.50-3.30 (m, 

9H), 3.80 (s, 3H), 4.97 (q. IH, J=7.1 Hz), 72a (dd, IH, J=8.3, 1.0 Hz). 7.25-7.34 (m. IH). 

7.60-7.63 (m. 2H), 13.40 (br s, IH); 

MS (FAB) CjgH3,FjN«0 m/e calc 524.6; found 525 (MH*); 

mp 173.2- ne.^'C; 

Rf 0.08 (chloraform / methanol = 9/1). 

Example IS 

3-Methyl-5-[(4-pyridin-4-yl)piperazin-l-ylcarbonyl]-2-[l-(4,5,7-trifluoro-lH-betizimidazol-2- 
yl)ethyl]-3H-ben2imidazole 




O 



The preparation was carried out in analogy to example 6 starting from example 1 1 A and l-(4- 
pyndinyl)pipera2ine (method B). 
Yield:65% of theory, colorless solid. 

'H-NMR (300 MHz, DMSO-dS): 1.89 (d. 3H, J=7.1 Hz), 3.43 (br s, 4H), 3.65 (br s, 4H). 3.81 

(s. 3H), 4.98 (q, IH, J=7.1 Hz), 6.84 (d, 2H. J =6.5 Hz), 7.26-7.35 (m, 2H), 7.65 (d. IH, J=8.3 

Hz), 7.69 (s, IH), 8.18 (d. 2H, J=6.5 Hz), 13.44 (br s, IH); 

MS (FAB) C,7H24F,N70 m/e calc 519.5; found 520 (MH*); 

mp 220.8 - 222.9 'C; 

Rf O.l 5 (chloroform / methanol = 4/1). 
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Example 16 

5-(4-Bcn2enesulfonylpiperazin-l-ylcarbonyl)-3-methyl-2-[l-(4.5,7-trifluoro-Ii/- 
benzimidazol-2-yl)cthyl]-3if-bennmidazoIe 
F 

o 

The preparation was earned out in analogy to example 6 starting from example 1 1 A and 

example 35A (method B). 

Yield: 14.7% of theory, colorless powder 

• 'H-NMR (300 MHz, DMSO-rf^) 1-85 (d, 3H, J=7.1 Hz). 2,97 (m, 4H), 3.59 (m, 4H). 3.76 (s. 
3H). 4.95 (q. IH. J-7.1 Hz), 7.16 (dd. IH, I'lX 8.3 Hz). 7.25-7.35 (m. IH). 7.55-7.60 (m. 
2H), 7.64-7.78 (m, 5H). 13.45 (br s, IH); 
MS (FAB) CuHjjFjNiOjS m/e calc 582.6; found 583 (MH*); 
mp>231.5 »C(dec.); 
Rf 0.47Cethyl acetate / methanol = 20/3). 

Example 17 

3.Methyl-5-[4-(2.pyndyl)piperazin.l-ylcarbonyl]-2-[l-(4,5.7-trifluoro-l//-b^^ 
yl)ethyl]-3H'-ben^iiudazole 



o 



The preparation was carried out in analogy to example 6 starting from example 1 1 A and l-(2- 
pyridinyl)piperazine (method B). 
Yield:26% of tiieory, colorless solid 

•H-NMR(300 MHz. CD,OD): 1.18 (dd. 3H. J=7.2. 2.1 Hz). 2.61 - 3.20 (m. 8H). 3.04 (s. 3H). 
4.19 (dq. IH. J=7.1. 2.1 Hz). 5.90 (dd. IH. J=5.2. 1.6 Hz). 6.04 (d. IH. J=8.7 Hz). 6.17 - 6.26 
(m. IH). 6.57 (d. IH. J=8_.3 Hz). 6.74 - 6.80 (m. IH). 6.86 (s. IH). 6.92 (d. IH. J=8.3 Hz). 
7.28- 7.30 (m. IH); 
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MS (FAB) Cj,H„F,N",0 m/c calc 519.5; found 520 (MH*); 

mp 250-252 «»C(dec.); 

Rf 0.19 (ethyl acetate / methanol = 9/1). 

Example 18 

5-[4<2-Aininophenyl)piperaan-l-ylcarbohyl]-3-methyl-2.[K4.5J-trmuoro-lH- 
benzimidazol-2-yl)ethyl]-3/f-benziinidazole 
F 




6 



The preparatioa was cacried out in analogy to example 6 starting from example 1 1 A and l-(2- 
aminophenyOpiperazine hydrochloride (method B). 
Yield: 56% of theory, colorless solid. 

'H.NMR(300 MHz .DMSO-cf,): 1.87 (d, 3H. J=7.1Hz), 2.81 (m, 4H), 3.29 (s. 4H). 3.81 (s. 

3H), 4.81 (s. 2H). 4.97 (q. IH. J=7.1 Hz) 6.53 (dt. IH, J=7.6. 1.4 Hz). 6.67 (dd, IH. J=7.8, 1.2 

Hz). 6.79-6.84 (m, IH), 6.90 (dd, IH. J=7.8. 1.2 Hz), 7.25 (dd, IH, J=8.2, 1.4 Hz). 7.26-730 

(m, IH), 7.63-7.67 (m, 2H), 13.46 (s. IH); 

MS (FAB) Cj,Hj4FsN,0 m/e calc 533.5; fo.und 534 (MH*); 

mp>250 *C; 

Rf 0.37 (chloroform / methanol = 10/1). 
Example 19 

3-Methyl-2-[l-(4,5.7-trifluoro-lfl"-benamidazol-2-yl)ethyl]-5-(4-[2- 
(trifluoromethanesulfonamido)phenyl]piperazin-l-ylcarbonyl]-3H-benrimidazole 

F 




O >F 
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The preparation was carried out in analogy to example 6 starting from example 1 1 A and 1^2- 
trifiuoromethanesulfonamidephenyl)pipcrazinc hydrochloride (method B). 
Yield 23% of theory, colorless solid. 

'H-NMR(300 MHz , DMSO-cf«): 1.87 (d, 3H, J=7.1Hz), 2.98 (m, 4H). 3,57 (m, 4H). 3.82 (s. 
3H), 5.00 (q, IH, J=7.1 Hz). 7.12-7.18 (m, IH), 7.28-7.35 (m, 5H). 7.65 (d. IH, J=8.3 Hz). 
7.71 (s, IH); 

MS (FAB) CjjHjjFsNjOjS m/e calc 665.6; found 666 (MH*); 
mp 239-240 "C; 

Rf 0.49 (chloroform / methanol = 10/1). 



Example 20 

5.[4^4.Fluorophenyl)pipera2in-l-ylcarbonyl]-3-isopropyl-2-[l-(4,5.7-trifluoro-liir- 
ben2iinldazol-2-yl)ethyl-3fl'-benziniidazole 
F 




O 



Amixture of example 8A (1.00 g, 3.67 mmol) and example 37A (1.38 g, 3.67 mmol) and 
DMPU (2 mL) was stirred under vacuum at 50»C for Ih to remove residual gases and heated 
to 190 "C for 16 hours. After cooled to room temperature, the mixture was diluted with 
ca.150 mL of ethyl acetate. The organic layer was washed with saturated sodium hydrogen 
carbonate solution and brine, dried, and concentrated. Silica gel column chromatography 
(ethyl acetate eluent) followed by crystaUization from chloroform / diisopropyl ether to afford 
a white solid, that was recrystallized from diloroform/n-hexane. 
Yield 520 mg (24'/o of theory), colorless solid. 

•H-NMR (300 MHz. DMSO-rfd): 1.41 (d. 3H. J=6.8 Hz), 1.59 (d, 3H. J=6.8 Hz), 1.87 (d, 3H. 
J=7.0 Hz), 3.13 (br s, 4H), 3.66 (br s, 4H). 4.88 (quint, IH, J=6.8 Hz), 5.01 (q. IH. J=7.0 Hz). 
6.94-7.09 (m. 4H). 7.23-7.35 (in. 2H). 7.67 (d. IH, J=8.3 Hz), 7.76 (s. IH), 13.46 (br s, IH) ; 
MS (FAB) C3oH«F4N40 m/e calc 564.6; found 565 (MH*); 

mp 154.8-155.8 "C; 
RfO.15 (ethyl acetate). 
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Example 21 

2.[l^4,6-Dinuoro-lif-benzinudazol-2yl)ethyl]-5-[4-(4-fluorophenyl)piperazin-l-yicarbonyl]- 
3 -methyl-Sff-beimmidazole 




The preparation was carried out in analogy to example 6 starting from example 12A and K4- 
fluoro-phenyl)-piperazine (method B). 
Yield: 75% of theory; 

•H-NMR(200 MHz, DUSO-d,): 1.88 (d. 3H, J=7.1 Hz). 3.11 (cm, 4H), 3.65 (cm. 4H). 3.81 

(s. 3H). 4.97 (q. IH. J=7.1 Hz), 6.95-7.15 (m, 6H), 7.27 (dd. IH. J=?8 and 0.5 Hz)..7.66.(d. IH, 

J»8Hz). 7.68 (d, IH, J=0.5H2), 12.8 and 13.1 (2 br s. IH); 

MS (EI) C2,H25F,N«0 m/e calc 518.5; found 518 (M*); 

m.p. 150155'C/dec.); 

Rf 0.60 (dichloromethane / methanol = 10/1). 

Example 22 

2- [l-(4,6-Dinuoro.lH-benzimidazol-2yl)ethyl]-5-[4-(2-fluorophekyl)pipera2in-l-ylcaxbo^^^ 

3- methyl-3H-benziirudazole 
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The preparation was <5amcd out in analogy to example 6 starting from example 12A and 1.(2- 
fluoro-phenyO-piperazine (method B). 
Yield: 92% of theory; 

»H-NMR(200MHz.DMSO-c/4): 1.86 (d, 3H. J=7.1 Hz). 3.05 (cm, 4H). 3.70 (cm, 4H), 3.8 1 

(s. 3H). 4.97 (q, IH, J=7.l Hz), 6.95-7.21 (m, 6H). 7.29 (dd, IH. J=8 and 0.5 Hz), 7.67 (d. IH, 

J=8Hz), 7.69 (d, IH. J=0.5Hz), 12.9 ( br s, IH); 

MS (DCI/NH,) CiiHmFjNjO m/e calc 518.5; found 519 (M+H*); 

m.p. ISO-ieO^C (dec); 

Rf 0.54 (dichloromethane / methanol = 10/1). 

Example 23 

2-[K4.6-Difluoro-lH-benzinddazol-2yl)ethyl]-3-mcthyI.5-[4<2-pyrimidinyl^^^^^ 
ylcarbonyl]-3H-benziinidazole 




The preparation was carried out in analogy to example 6 starting from example 12A and l-(2- 
pyrimidyl)piperazine (method B). 
Yield: 44% of theory; 

•H-miR (200 MHz, DMSO-^,): 1.88 (d, 3H, J=7.1 Hz). 3.61 (cm. 4H), 3.80 (cm, 4H). 3.81 
(s. 3H). 4.97 (q. IH. J=7.1 Hz). 6.68 (t, IH, J=5Hz) 6.95-7.21 (m, 2H). 7.29 (dd. IH. J-8 and 
0.5 Hz). 7.67 (d. IH, J=8Hz). 7.69 (d. IH, J=0.5Hz), 8.39 (d; IH. J=5Hz).12.9 (br s, IH); 
MS (DCimHj) C,4H„F,N,0 m/e calc 502.5; found 503 (M+H*); 
m-p. >200°C; 

Rf 0.35 (dichloromethane / methanol = 10/1). 
Example 24 

544<2-Cyanophenyl)piperazin.lylcarbonyll-2.[lK4.6Klifluoro-l/f-benn^ 
3-methyl-3/i'-benzimida2ole 
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The preparation was carried out in analogy to example 6 starting from example 12 A and l-(2- 
cyano-phenyl)-pipera2ine (method B). 
Yield: 77% of theory; 

•H-NMR (200 MHz, DMSO-d;s): 1.88 (d, 3H, J=7.1 Hz). 3.17 (cm, 4H), 3.71 (cm, 4H), 3.81 

(s, 3H), 4.97 (q, IH, J=7.1 Hz). 6.68 (t, IH, J=5Hz) 6.95-7.25 (m, 4H). 7.29 (dd, IH. J=8 and 

0^ Hz), 7.58-7.78 (in, 4H), 12.9 ( br s, IH); 

MS (ESI) QbHjjFjNjO m/e calc 502.5; found 526.6 (M+H*); 

Rf 038 (ethyl acetate/ ethanol = 20/1). 

Example 25 

2-[l-(4.6-I)ifluorarlF-ben2inuda2ol-2yI)cthyl]-5-[4<2-pyridinyl)piperazin-l-ylcarbony 
methyl-3H-bermmidazole* 




The preparation was carried out in analogy to example 6 starting from example 12A and l-(2- 
pyridyl)piperazinc (method B). 
Yield: 47% of theory; 

'H-NMR (200 MHz,bMSO-</4): 1.88 (d. 3H, J=7.l Hz), 3.58 (cm, 8H). 3.81 (s, 3H), 4.97 (q. 
IH, J=7.1 Hz), 6.67 (dd. IH. J=9 and 5Hz) 6.85 (d. IH. J=9Hz). 6.94-7.21 (m, 2H), 7.29 (dd. 
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IH. J-8 and 0.5 Hz). 7,58 (dt, IH. J= 9 and 1 Hz). 7.67 (d. IH. J=8Hz). 7.69 (d. IH. J=<).5Hz). 

8.12 (dd, IH. J«S and IHz)', 12.9 ( br s. iH); 

MS (ESI) Cj,HjiFjN,0 m/e calc 501.5; found 502.4 (M+H*); 

ra.p.316»C; 

Rf 0.3 4 (ethyl acetate / ethanol = 20/3). 



Example 26 

5-[4<Cyclopentyl)piperazin.lylcarbonyl]-2-[l<4.6-difluoro-l//-be^^^ 
methyl-3H'-bcnziinidazole 




The preparation was carried out in analogy to example 6 starting from example 12A and 1- 
cyclopentyl-piperazine (method B). 
Yield: 54% of theory; 

•H-NMR(200 MHz. DMSO-J.): 1.21-190 (m. SH). 1.88 (d. 3H. J=7.1 Hz). 1.95 (cm. 4H). 
3.30-3.65 (m. 5H). 3.81 (s. 3H). 4.97 (q. IH. J=7.1 Hz). 6.94-7.21 (m. 3H). 7.52 (s. IH). 7.55 
(d, IH, J=8Hz). 12.9 ( br s, IH); 

MS (DCI/NH3) C,,H„F,N,0 m/e calc 492.6; found 493 (M+H*); 
Rf 0.85 (dichloromethane / ethanol = 5/1). 



Example 27 

2.[l-(4.6-Difluoro-l//-benzimidazol-2yl)ethyl]-5-t4-(isopropyl)piperazin-l-ylcarbon: 
methyl-3H-benamidazole 
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■n,. preparation v«s carried out m analogy to example 6 starting ftom example 12A and 1- 
isopropylpip«razine (method B). 
Yield: 69% of theory; 

•H-KMR aOO MHz, DlASCd^: 0.96 (d. 6H. J=7Hz). (d. 3H. J=7.l Hz). 2.44 (cm. 4H). 

2.6S 0. IH. J=7Hz). 3.50 (cm. 4H). 3.81 (s. 3H). 4.97 (q. IH. J»7.1 Hz). 6.95-7.25 (m. 3H). 

7.52 (s. IH). 7.55 (d, IH, J=8Hz). 12.9 (br s. IH); 

MS (DCi/NH3) C«H„F,N,0 m/e calc 466.5; found 467 (M+H*); 

m.p.250"'C; 

Rf 0.43 (dichloromethane / methanol = 10/1). 

Sr(l.2.3.4-tet«hydro-9H-pddot3.4-.]^^^^^^^^^ 
beDZumdazol-2-yl)ethyl]-3H-benzimidazole 



F 




.rr^^A out in analogy to example 6 starting from example 11 A and 
The preparation was earned out m analogy 

1.2.3.4-tetrahydro-9H-prido[3,4-&]indole (method B). 

Tield: 66% of theory; i «;-7^ 04 f m 

^.,or^ 1 RRfd 3H J=7.l Hz), 2.73-2.82 (m, 2H), 3.57-4.04 (m, 
•H-NMR(300 MHz. DMSO-rf*): 1.88 (d. 3H, h om 7 71 7 42 (m. 

^ . A ofM-m 9m 4 98 (q. IH, J=7.1 Hz). 6.94-7.07 (m, 2H). 7.21-7.4Z 
T Ri fs 3H^ 4.65-4.90 (m. Ati), ^.y© \wH» . ' 

!S:«nllH:X=S.aH.).7.Ud..H.:-.H.).iC.,0(.rMH,.».^ 
MS ffAB) C„H„F.N.O m/c calc 528.5; fo»nd 529 (MH"); 
mpWCCdeo.); 
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Rf 0.63 (ethyl acetate*/ methanol = 9/1). 
Example 29 

5-[4<4-Fluorophenoxy)piperidin-l-ylcarboayl]0-methyl-2-[l<4,5J-trinvoro-lff. 
bcnamidaaol-2-yl)ethyl]-3ff-beiLriiiiidazole 



F N 

1 II 

O 




The preparation was carried out in analogy to example 6 starting from example 1 1 A and H4- 
fluoro-phenoxy)piperazine (method B). 
Yield: 68% of theory, colorless soUd. 

»H-NMR(300 MHz. DMSO-d,): 1.64 (m, 2H). 1,86 (4 3H. J=7.1 Hz). 1.94 (m. 2H). 3.35- 
3.40 (m. 2H). 3.57-4.36 (m. 2H). 3.80 (s. 3H). 4.58-4.60 (m, IH). 4.97 (q. IH. J=7.l Hz). 
6.98-7.04 (m. 2H). 7.07-7.14 (m. 2H). 7.23 (dd. IH. J=1.4. 83 Hz). 7.27-7.34 (m. IH). 7.62 
(d, IH. J= 8.3 Hz). 7.65 (s IH). 13.45 (br s, IH); 
MS (FAB) C2,H„P4N50j m/e calc 551.5; found 552 (MH*); 

mp 151.6 DC (dec); 

Rf 0.34 (ethyl acetate / medianol = 10/1). 

Example 30 

5-[4<Cycloh.xyl)pip^-l-yl=ari«°y'l-2-tH4.6-difluoro-lff.benzu^ 

methyl-3i/-benzimida2»le 




The preparation v,as carried out in analogy to example 6 starting from example 12A and I- 
cyclohcxylpipcrazinc (method B). 
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Yield: 51% of theory; 

'H-NMR (200 MHz, DMSO-c/,): 0.95-1.30 (m, 5H). 1.50-1.90 (m. 5H). 1.88(d. 3H. 
Hz). 2.16-2.60 (ecu, 4H). 3.25-3.65 (m. 5H). 3.81 (s. 3H). 4.97 (q. IH. J=7.l Hz). 6: 
(m. 3H). 7.52 (s. IH). 7.55 (d. IH. J=8Hz). 12.9 (br s. IH); 
MS (ESI) CgHjiFjN^O m/e calc 492.6; found 506.6 (M+H*); 
m.p.:215-217»C 

Rf 0.71 (dichloromethane / ethanol = 20/3). 



Example 31 t. n 

5WCycloheptyl)pip«a^-l-yl=^°»yl>2-tH4.Mifl»°"-l»-'«'^^^^^ 

mcthyl-Sff-benzunidazolc 




The preparation wa. carried out in analogy to example 6 starting ftom example 12A and 1- 
cycloheptylpiperazine (method B). 

Yield: 33% of theory; . . ^ , c o <n 

•H-NMR (200 MHz. DMSO-..): 1.12-1.90 (m. 12H). 1.88 (d. 3H. 1=7.1 Hz), 2.35-2^0 (n. 
4H). 3.25-3.65 (m. 5H). 3.81 (s. 3H). 4.97 (q. IH. 1=7.1 Hz). 6.94-7.22 (tn. 3H). 7.62 (s. IH). 
7.65 (d. IH. J=8Hz), 12.8 (br s, IH); 

MS (pcmn,) C„H,.F,N,0 m/e calc 520.6; found 521 (M+H*); 
m.p.:202-203''C 



Example 32 



2.[I<4.6-Dinuoro.lH-benzimidazol-2-yl)ethyll-5-t4<4.fluorophenyl)piperidin-l^ 
ylcarbonyl]-3-melhyl-3H-benzlmidazole 
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The preparation was carried out in analogy to example 6 starting from example 12A and 4-(4- 
£luorophenyl)piperidine (J.Mcd. Chem. 38. 1995, 2004; method B). 
Yield: 51% of theory; 

•H-NMR (200 MHz. DMSO-rf,): 1.55-1.90 (m. 4H). 1.88 (d, 3H, J=7.1 Hz). 2.70,3.30 (m. 
3H), 3.81 (s, 3H), 4.97 (q. IH. J=7.1H2). 6.92-7.40 (m. 7H). 7.64 (d. IH. J=8Hz). 7.68 (s. 
lH).12.8(brs. IH); 

MS (ESI) Cj,H„F3N,0 m/e calc 517.6; found 518.4 (M+H*); 
in.p;240°C 



Example 33 

5.[4K4-Fluorophenyl)piperidin-l-ylcarboayl]-3.methyl-2.[l<4.5,7-^^^ 
benzimidazol-2-yl)ethyl]-3ff-benzimidazole 



F 




fluorophenyOpiperidine (J.Med.. Chem. 38. 1995. 2004; method B). 
Yield: 37% of theory; 

'H-NMR (200 MHz. DMSO-c/^: 1.55-1.90 (m. 4H). 1.88 (d. 3H. J=7.l Hz). 2.70-3.20 (m. 
3H). 3.82 (s. 3H). 4.97 (q. IH. J=7.l Hz). 7.08-7.40 (m. 6H). 7.64 (d. IH. J=8Hz)..7.68 (s. 
IH). 13.5 (brs. IH); 
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MS (ESI) C„H„F4N,0 m/c calc 535.5; found 536.4 (M+H*); 
m.p.230*'C. 

Example 34 

2-[l<4.6-Difluoro-lH-benzimidazol-2-yl)ethyl]-5-[4-(4-fluorophenyl)l^ 
ylcarbonyl]-3-methyl-3H'-benzimidazole 




, carried out in analogy to example 6 starting from example 12A and 



The preparation was ( 
example 33A (method B). 
Yield: 21% of theory; 

'H-NMR (200 MHz. DMSO,cf,): 1.55-2.05 (m. 2H). 1.85 (d. 3H. J=7.1 Hz). 3.20-3.85 (m. 
1 IH). 4.95 (q. IH. J=7.1 Hz). 6.55-7.20 (m. 9H). 7.50 (cm, IH). 12.9 (br s. IH); 
MS (ESI) C„H„F,N«0 m/e calc 532.6; found 533.3 <M+HO-. 
m.p. 235-238''C. 



Example 35 

5.tM4.Fluoroph«ylH,4^iazacydohept-l-ylcarbo«yiV3-m.thyW^ 
benzimidazol-2-yl)ethyl]-3H-benzimidazole 
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- '^A «,.f !n smaloev to cxamplc 6 starting from example 1 1 A and. 
The prcparaUon v«s ciarned out in analogy iw f 

example 33 A (method B). 
Yield: 14% of theory; 

.H.KMR(200 MHZ. DMSO-./.): 1.55-2.05 (m. 2H). 1.85 (d. 3H. J=7.1 Hz). 3.20-3.85 (m. 
1 IH). 4.95 (q. IH. J=7.1 Hz). 6.55-7.10 (m. 6H). 7.25 (cm. IH). 7.42-7.65 (m. IH). 13.5 (br s. 
IH); 

MS (ESI) C„H,.F.N.O m/e calc 550.6; found 551.3 (M+H*); 
m.p. >250'C. 

Example 36 . , , t. n 

2.K4,6.DlflaoroaH-ben^da«>1.2-yl)m=4yl)-MM4-nuc™^^^^ 

3-metiiyl-3H-benzimidazole 




.^nt in analoev to example 6 starting from example 14A and l-(4- 
The preparation was earned out in analogy v 

fluorophenyl)piperazine (method B). 

Yield: 41% of theory; 

-.1^(200 MHz,DMSO-^.):3.11(cm.4H).3.65(cm.4H).3.88(s.3H).4.62(s.2IQ^. 
6.' 

MS( 

m.p. 195-C ; 



'H-"NMR(200MHz, ^^wnu.ciWk- 

.95.7.50 («. 7H). 7.62 (d. IH, ,=8Hz). 7.6S (d. IH. I=C.5H.). 12.9 and .3.1 (2 brs. IH). 
; (DCIrtfflJ C„H„F.N.O ml^ calc 504.5; found 505 (M+H-); 



5^flu=ro.l.mc*yl-lH-bcnzinud3«l.2-yl)=M>5W4.f.uorop^^^^^^^^^ 
ylcarbonyl]-3-jnethyl-3H-beimmidaK)U 
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The preparation was carried out in analogy to example 6 starting from example 30A and 1.(4-. 
fluorophcnyl)piperazine (method B). 
Yield: 53*/p of theory; 

'H^NMR(200 MHz. DMSO-^f.): 1.82 (d. 3H. J=7Hz). 3.12 (cm. 4H). 3.63 (s,3H). 3.65 (cm. 
4H). 3.78 (s. 3H). 5.12 (q. IH. J=7Hz), 6.92-7.15 (m. 5H). 7.26 (dd. IH. J=8 and 0.5Hz). 7.38 
(dd. IH. J=8 and IHz). 7.62 (d. IH. J=8Hz). 7.68 (d. IH. Jf0.5Hz); 
MS (DCI/NH3) C^H„F,N«0 m/e calc 532.6; found 533 (M+H*); 
0.23 (dichloromethane^ethanol = 20:1). 



Example 38 

2-[K4,6-Difluoro-3-methyl-3H.berudmidazol-2-yl)methyl]-5-^^^^ 
ylcarbonyl3-3 -methyl-Sff-benzimidazDle 




The preparation was carried out in analogy to example 6 starting from example 31A and 1.(4- 
fluoro-phenyl)-piperazine (method B). 
Yield: 72yo of theory; 

•H-NMR (200 MHz. DMSO-tf,): 1.82 (d. 3H. J-7Hz). 3.12 (cm. 4H). 3.67 (cm. 4H). 3.72 
(S.3H). 3.82 (s. 3H). 5.12 (q. IH. J=7Hz). 6.92.7.35 (m. 7H). 7.64 (d. IH. J=8Hz). 7.69 (d. 
lH,J=0.5Hz); 



wo 00/20401 



PCT/JP99/05319 



101 

MS (ESI) Cj,H„F,N,0 m/e calc 532.6; found 533.3 (M+H*); 
nup. 23p-232»C 

Example 39 

JV--[2-[(2-Cyanopyridin-3-yl)oxy]ethyl]-3-mcthyl-2-[lK4,5.7-trinuoro-lH^ 
yl)ethyl]-3H-ben2iinidazole-5-carboxaimde 

O CN 

A solution of example UA (161.7 mg, 0.432 mmol, 1.0 eq.), example 55A (102 mg, 0.432 
ramol, 1.0 eq.). l-hydroxybenzotriazole (90 mg. 0.666 mmol, 1.5 eq N-(3- 
dimethylainmopropyl)-N'-ethylcarbodiimide hydrochloride (100 mg, 0.522 mmol, 1.2 eq.) 
and //./Miisopropylcthylamine (0.15 mL. 0.864 mmol. 2.0 eq.) in//,^Wimethylfonnaimde 
■ (10 mL) was stirred at room temperature for 1 day. The solvent was evaporated in vacuo and 
the residue was dissolved in water and extracted into ethyl acetate. The ethyl acetate layer was 

washed by 5% NaHCO, aq. and sat NaCl aq., dried over Na^SO^, filtrated and evaporated. 

The residue was purified by sUica gel colvimn chromatography (ethyl acetate / methanol = 

20/1 as eluent) and recrystdlization (ethyl acetate / diethyl ether = 1/2) afforded colorless 

powder. 

Yield: 116.8 mg (52% of theory), coloriess powder. 

'H-NMR(300MH2,DMSO-rf,): 1.87 (d.3H.J=7.0 Hz). 3.68-3.71 (m.2H).3.81 (s.3H).4.42 
(t. 2H. J=5.8 Hz). 4.98 (q. IH. J=7.0 Hz). 7.29 (m, IH). 7.63 (d. IH. J=8.4 Hz). 7.68-7.72 (m. 
2H), 7.90 (d, IH. J=8.8 Hz). 8.07 (s. IH). 8.30 (d. IH. J=4.5 Hz). 8.69 (m, IH). 13.48 (br s. 
IH); 

■ MS (FAB) C2«H,oF,H A ca^° ^19.5; found 520 (MH*); 
mp 239.7 •C (dec); 
Rf 0.58 (ethyl acetate / methanol = 9/1) 

Example 40 

//.[2-((2.Cyanophenyl-l-oxy]ethyll-3-methyl-2-ll-(4.5.7-trifluoro-lH-benzimidaz^^^^ 
yl)ethyl]-3//-bcnzimidaaole-5-carboxainide 
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6 CN 

The preparation carried out in analogy to example 39 starting from example 1 1 A and 
example 20A. 

Yield 43% of theory, colorless powder. 

•H-NMR (300 MHz. DMSO-rf*): 1.88 (d, 3H, #=.7.2 Hz). 3.91 (s, 3H). 4.00 (q. 2H. J=5.32 
Hz). 4.31 (t, 2H. J=5.0 Hz). 4.91 (q. IH. J=5.3 Hz). 6.86-6.94 (m. 2H). 7.01-7.08 (m. 2H). 
7.53-7.60 (m. 2H). 7.78 (s, 2H). 7.98 (s. IH). 1 1-99 (br s. IH); 
MS (FAB) C.,H„F3K,0,in/e calc 518.5; found 519 (MH*); 
mpl50«C; 

Bf 0.70 (chloroform / methanol = lOA) 
Example 41 

//.[2.[(2-Cyanophenyl-l-OKy]ethyl]-2-[l-(5-fluoro-6-hydroxy.lH-benzimi^^^^ 
methyl-3H-benzimiaazole-5-carboxamide 




m prcp^aon v«s cam«i out in «»logy to example 39 suiting torn ««npl= 66A and 
example 20A. 

Yield 47% of theory, colorless powder. 

'H.NMR (300 MHz, DMSO^^: 1.82 (d. 3H, J=7.1 Hz). 3.69 (,. 2H, J=6.1 Hz), 4.34 (t, 2H, 
J^;i Hz). 4.87 (q. IH. J-7.0 Hz). 6.93 (d. IH. J=8.1 Hz). 7.02-7,17 (m. 2H). 7.27 (d, IH. 
,-11.6 Hz). 735 (d. IH. J-8.5 Hz), 7.62-7.68 (m. 2H). 7.69-7.74 (m. 2H), 8.06 (s. IH), 8.66 
(t. IH, J-5.3 Hz). 12.06 (s. IH); 
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MS (FAB) Cj^HaFN^O, m/e calc 498.5; found 499 (MH*): 
mpl90«C; 

Rf 0.53 (cWoroform / methanol = 10/1). 
Example 42 

7/-[2-[C2-Cyanophcnyl-l<>xy]ethyl]-//-methyl-3-methyl-2-[l-(4.5.7-tri 
ben2imida2ol-2-yl)ethyl]-3H-ben2iimdazole-5-carboxamide 




o 

Tte preparation was carried out in analogy to example39 starting firom example UAand 
example 49 A. . 

Yield 56% of theory, colorless powder.. 

'H-NMR (300 MHz, DMSO-^.): 1.86 (d, 3H. J=7.1 Hz), 3.10 (s, 3H). 3.64-3.79 (m. 2H), 3.79 
(s. 3H). 4.40 (m. 2H). 4.96 (q. IH, J=7.l Hz). 7.08 (m. IH). 7.23 (dd, IH, J=1.3. 8.2 Hz), 
7.26-7.34 (m, 2H). 7.58-7.70 (m, IH). 7.60 (d. IH, J=8.2 Hz), 7.63 (s. IH). 7.72 (d. IH, J=7.3 
Hz), 13.44 (brs,lH); 

MS (FAB) C^HaFjN^O, m/e calc 532.5; found 533 (MH*); 
mp 231.3-231.7 "C; 

Rf 0.50 (ethyl acetate / methaiiol = 10/1). 
Example 43 

3-Methyl-2-[l-(4,5,7-trifluoro-lH-ben2dmidazol-2-yl)ethyl]-//-[2-(2- 
trifluoromethanesulfonylaminophenoxy)ethyl]-3H-benrimidazole-5-carboxamide 
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The preparation was carried out in analogy to example 39 starting from example 1 1 A and 
example 5 3 A. 

Yield: 41% of theory, colorless solid. 

•H-NMR (300 MHz, CDCl,): 1 .98 (d, IH, J=7.2 Hz). 3.70 (s. 3H), 3.82-3.88 (m, 2H). 4.22 (t. 
2H. J=4.7 Hz). 4.96 (q. IH. J=7.2 Hz). 6.83-6.98 (m. 4H). 7.01 (dd. IH. J=l.2, 8.0 Hz). 7.21- 
7.27 (m. IH). 7.31 (dd, IH. J=1.2, 8.5 Hz). 7.48 (dd. IH. J=1.5. 8.0 Hz). 7.71 (s. IH); 
MS (FAB) Cj^HyF^N^O.S m/e calc 640.6; found 64i (NGT); 
mp 156-161 "C; 

Rf 0.32 (chloroform / methanol = 9/1). 



Example 44 

//.t2K2-i^-Acetylaminophenoxy)ethyl]-3-methyl.2-[l-(4,5.7-trifluoro-lH^^^ 
yl)ethyI]-3H-ben2tmidazole-5-carboxaimde 




The preparation was carried out in analogy to example 39 starting from example 1 1 A and 
example 3 9 A. 

Yield: 20%of theory, colorless powder. 

»H.NMR (300 MHz, DMSO-t/d): 1-86 (d. 3H. J=7.1 Hz). 3.17 (d, 3H. J=5.3 Hz), 3.75 (q. 2H. 
J=5.6 Hz), 3.81 (s, 3H), 4.16 (t. 2H. J=5.4 Hz). 4.98 (q. IH, J=7.l Hz). 6.84-6.89 (m, IH). 
7.00.7.06 (m. 2H). 7.28-7.29 (m. IH). 7.63 (d. IH. J=8.5 Hz). 7.76 (d. IH. J=8.5 Hz). 8.04 (d. 

IH. J= 7.9Hz). 8.10 (s. IH). 8.72 (t. IH. J= 5.8Hz), 8.94 (s, IH), 13.46 (br s. IH); 

MS (FAB) C„H„F,N«0, m/e calc 550.5; found 551 (MH*); 

mp 179.1-180.0 •€; 

Rf 0.40 (chloroform / methanol - 10/1). 



Example 45 
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7/.(2-[(2-Fluoro-phenyl-l-oxy]ethyl]0-methyl-2-[K4.5.7-trifluoro-lH-ben2im 
yl)cthyl]-3/f-ben2inuda2ole-S-carboxarmde 




The preparation was carried out in analogy to example 39 starting from example 11 A and 
example 76A. 

Yield: 30% of theory, colorless powder. 

•HNMR (300 MHz. DMSO-J,):1.86 (d, 3H. J=7.1 Hz). 3.67 (q. 2H. J=6.0 Hz). 3,82 (s. 3H). 
423 (t. 2H. J=6.0 Hz), 5.00 (q, IH. J=7.1 Hz). 6.91-6.97 (m. IH). 7.09-7.30 (m. 4H), 7.63 (d, 

IH, J=8.5 Hz), 7.74 (dd, IH, J=8.5. 1.5 Hz). 8.11 (d. IH. J=1.0 Hz), 8.68 (t. IH, 1=515 Hz), 

13.47 (brs, IH); 

MS (FAB) CjsHjiF^NjOj m/e calc 511.5; found 512 (MH*); 
mp240«'C. 

Rf 0.43 (chloroform / methanol = 10/1). 



Example 46 

(5)-iV-[2-[3-(2-CVanophenyl-l-oxy]propyl]-3-methyl-2-[l-(4.5,7-trifluoro-lH-benz^ 
2-yl)ethyl]-3H-benzimidazole-5-carboxamide 
F 




CN 



The preparation v/as carried out in analogy to example 39 starting from example 1 1 A and 



example 60A. 

Yield: 48% of theory, colorless powder. 

•H-NMR(300 MHz. DMSO-c/,): 1.34 (d. 3H. J=6.7 Hz)..1.88 (d, 3H. J=7.l Hz). 3.83 (s. 3H). 
4.15 (dd. IH. J=9.7. 6.6 Hz). 4.29 (dd. IH. J=9.7. 6.1 Hz). 4.38-4.47 (m. IH). 5.00 (q. IH. 
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J=7.1 Hz). 7.09 (t. IH. J=7.6 Hz). 7.26-7.35 (m. IH). 7.38 (d. IH, J=3.6 Hz). 7.61-7.76 (m. 
4H), 8.08 (s. IH). 8.39 (d. IH, J=7.4 Hz). 13.48 (br s, IH); 
MS (FAB) C„HuF,N«Oj m/e calc 532.5; found 533 (MH*); 
mp 252.4 -253.6 

Rf 0.25 (chloroform / methanol = 1/19). 



Example 47 

(R)-N-[2-[3-(2-Cyanophenyl-l-oxy]propyl]-3-methyl.2-[l-(4.5.7-trifluoro-lH.ben2imi^^^ 
2-yl)ethyl]-3H-benzimidazole-5-carboxamide 



F 




The preparation was carried out in analogy to example 39 starting from example 1 1 A and 
example 61 A. 

"VHeld: 49% of tiieory, colorless powder. 

»H.NMR (300 MHz. DMSO-J.): 1.34 (d. 3H. J=6.7 Hz). 1.88 (d, 3H. J=7.1 Hz). 3.82 (s. 3H). 
414 (dd. 1H: 1=9.8.^.6 Hz). 4.29 (dd. IH. J==9.8. 6.1 Hz). 4.37-4.47 (m. IH). 5.00 (q. IH. 
J=7.1 Hz). 7.09 (t. IH. J=7,6 Hz). 7.26-7.35 (m. IH). 7.37 (d. IH, J=8.6 Hz). 7.61-7.76 (m. 
4H). 8.08 (s. 1H);8.39 (d. IH. J=7.4 Hz). 13.49 (br s. IH); 
MS (FAB) C„H„F,N,0, m/e calc 532.5; found 533 (MH*); 
mp 250.5-252.0 

Rf 0.25 (chloroform / methanol = 1/19). 



Example 48 

W.p.K4-Fl»oro.phen,l-l-oxylcthyll-3-methyl.2-[l-(4.5,7-uifluo™ 
yl)ethyll-3/f-beozimi<iaK!le-5-carboxaniide 
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m preparation v,as carried out m analogy to example 39 starting from example 1 1 A and 
example 18 A. 

Yield: -44% of theory, colorless solid. 

•H-NMR (300 MHz, DMSO-rf^: 1.86 (d, 3H, J=7.l Hz). 3.S5 (q. 2H, J-5.9 Hz), 3.81 (s, 3H), 
4 12 (., 2H, J=S.9 Hz), 4.98 (,. IH, 1-7.1 Hz), 6,96-7.02 (m, 2H), 7.08-7.13 (m. 2H), 
730 (^^ IH), 7.61 (d. IH, J=8.4 Hz). 7.74 (dd. IH, 1=5.3 Hz), 8.10 (s. IH), 8,65 (.. IH, 1-53 
Hz), 13.43-13.45 (brs, IH); 

MS (FAB) C,,H,.F,NA tn/e calc 509.5; found 510 (MH*); 
mp 126-130 "C. 

Rf 0.20 (chloroform / methanol = 10/1). 

Example 49 ... , _ 

^^5:^iluoro.ph=nyl-l-o.y].a^lV3-m«tt.ymW4,5.7- 

yl)ethyl]-3H-ben2imidazole-5-carboxamide 
F 




o f 

The p«paraUonv«.c^.d out in analogy to .X.mpte39 starting ftom«c.mpl=llA.M 
example 74A. 

Yield: 14% of theory, colorless soUd. „ r c r « ^ 81 fs 3H), 

'n-m^ (300 MHZ. DMSO-..): 1.87 (d. 3H, 1-7.1 Hz), 3.64 (,, 2H. 1-5.6 Hz). ^1 s ^ 
4.25(.2H.,-5.9Hz,4.,8(,.lH.,-7.1Hz,7.09-7.16(n.3H).7.24-»4 »,nO.^^^^^^^ 

IH. ,-8.4 HZ). 7.72 (dd. IH. J-8.4. 1.4 Hz). 8.07 (d. IH. J-1.0 Hz), 8.62 (., IH. 1-5.4 Hz). 

13.46-(s, IH); 

MS (FAB) C,H«F,N,0, m/c calc 529.5; found 530 (MHO; 
mpl58«C. 
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Rf 0.46 (chloroform / methanol =» 10/1). 
Example 50 

2-(K5-Fluoro-6-hydroxy-lH-benzoiraida2ol-2-yl)ethyl]-3-methyl-iV-[2-(2- 
nitrophenoxy)ethyl]-3H-benzimidazole-5-carboxamide 

O NOj 

The preparation was carried out in analogy to example 39 starting from example 50A and 
example 19 A. 

Yield: 27% of theory, pale yellow solid. 

•H-NMR (300 MHz, DMSO-rf^: 1.83 (d. 3H. J=7.1 Hz), 3.63-3.70 (m, 2H), 3.79 (s. 3H). 4.34 
(t, 2H, J=5.9 Hz). 4.89 (q. IH, J=7.1 Hz), 6.99 (d, IH, J=8.1 Hz). 7.08-7.15 (m. IH). 7.26 
(d.lH] J=11.3 Hz), 7.45 (d. IH, J=8.2 Hz), 7.61-7.68 (m. IH), 7.72 (dd, IH. J=1.4. 8.5 Hz). 
7.85 (dd. IH, J=1.6, 8.1 Hz), 8.05 (s. IH), 8.59 (br t. IH, J=5.4 Hz), 8.43 (br s, IH); 
MS (FAB) CjjHaFNA m/e calc 518.5; found 5 19 (MH*); 
mp 165-173 *C; 

Rf 0.38 (chloroform / methanol = 9/1). 
Example 51 

//.[2-(2-Cyano-4-fluoro.phenoxy)ethyl].2-[l-(5-fluoro-6-hydroxy.lff-benzoiinidazol-2- 
yl)ethyl]-3-methyl-3/f-benzimidazole-5-carboxamide 
F 




o CN 



The preparation was carried out in analogy to example 39 starting from example 1 1 A and 



example 62A. 
Yield: 45% of theory. 
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.H.1JMR(300 MHz, DMSO-^^: 1.87 (d. 3H. J=7.l Hz). 3.68 (q. 2H. J=5.5 Hz). 3.82 (s, 3H). 
4 33 (t. 2H. 1=5.9 Hz). 4.99 (q. IH. J=7.0 Hz). 7.29-7.37 (m. IH). 7.09 (d. IH. J=4.2 Hz). 
7.52-7.64 (m. 2H). 7.73 (d. 2H. J=8.l Hz). 8.09 (s. IH). 8.66 (t, IH. J=5.3 Hz). 13.47 (s, IH); 
MS (FAB) Cj,H,oF,N«0, m/e calc 536.5; found 537 ^*); 
mpl48"C; 

Rf 0.64 (chloroform / methanol = 10/1). 
Ebcample 52 

3-M=%l-W-(2-[2<lH-t=trazol-5-yl)phc»oxy)ethyI)-HK4,5.7-<rifluoro4H-b^^ 
yl)ethyl]-3ff-benziinidazple-5-carboxamide 




■To a solution comprismg a mixture of N^HHl-(2-cy>^i>iK-tOs^i-S- 
yl)phc»o;cy]efl,yl]-3-methyM-[l<4,5>tifluoro-l/f-be„zinudazol-2-yI^^^^^^ 
b=nziimda«>l=-5-«rboxamidc and W-t2-[2-(2-cyanoethyl=albamoyl)pl»no«y)cthyl)-3- 
mctt.yl.Ml<4.5.7.«fluor.lK.b.n^d3zol.2-y.)e%l]-^^^^ 

(cmaple 45A, 0.470 g) in mcOxylene cHoridc (6.0 mL) ^ added ,.S-diazab,cycM.7. 
„nde=ene(0.457 .nl.. 3.06 nunol). H.e nto^ «as sOrred at room ten^erature for 5 hours. 
andthenMAucroaoedcacM (0^36 mL. 3.06 nunoO^added. After stinedfortOo^u.«, 
Aemix«.revvasdUu,ed^a>e*ylaceU«, washed sucees3iveIyvAUxv«.er.ndb™e.dr.ed 
over sodium suUa«. faired. a,dconcen.ra.edi«vac„,.T1,eresiduev«puafiedb,co^^ 
chron«.ographyonsilieaseUohlorofom./meti«„o,.ftom3«7.o~^^^^^^ 

me«.yl.,..{2-C2<.H-««^'-5-yl)P''-*'^^''-^<'-<^-=-^-'^"^^^ 
yl)eU,yll-3H-bendmidazol..5-carbo«mide (0.183 g) as colorless solid and V-P-P<2-. 
cy.noemyleaAamoyl)phenoxy]ea,yll-3.meM-2-U-(4.S.7.«iluoro-lH.headmida«.W- 

yl)ett.yl).3H-benzinudazole-5-carboxanude (0.192 g) "s colorless solid, 
ricld 0.1 83 g (41'/. of theory), colorless solid. 
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'H-NMR (300 MHz. DMSO-i/«): 1.86 (d, IH, J=7.1 Hz), 3.81 (s, 3H), 3.81-3.87 (m. 2H), 4.38 
(t, 2H, J=5.2 Hz). 4.99 (q, IH. J=7.1 Hz). 7.14-7,19 (m. IH), 7.22-7.31 (m, IH). 7.37 (d, IH, 
J=8.3 Hz), 7.54-7.60 (m. IH). 7.64 (d, IH, J=8.4 Hz), 7.75 (dd. IH, J=1.5. 8.5 Hz). 8.10 (s. 
IH). 8.15 (dd, IH. J=1.7, 7.8 Hz), 9.00 (brs. IH). 13.46 (br s. IH), 15.75 (brs. IH); 
MS (FAB) Cj^HjiFjNjOj m/e calc 561.5 found 562 (MH*); 
mp 203-206 «C; . 

Rf 0-25 (chloroform / methanol = 9/1). 
Example S3 

2-[H4,6-Difluoro-lH-benzimidazol-2yl)ethyI}i//-[2-(4-fluorophenoxy)ethyI]-3-methyl.3H- 
bcnziinidazol-5-caxboxamide 



F 




The preparation was.canied out in analogy to example 39 starting from example 12A and 
example 1 8 A. 
Yield: 59% of theory. 

'H-NMR (200 MHz. DMSO-<f«): 1.88 (d. 3H, J=7 Hz). 3.68 (q, 2H. J=6Hz). 3.81 (s. 3H), 4.12 
(t, 2H. J=6 Hz), 4.98 (q. IH. J=7 Hz), 6.94-7.12 (m, 6H). 7.64 (d, IH. J=8 Hz), 7.76 (dd, IH. 
J=5 and 0.5 Hz). 8.10 (d, IH, J=0.5Hz). 8.70 (t. IH, J=6 Hz). 12.9 (br s. IH); 
MS (DCI/NH3) Cj4H2,F,N,Oj m/e calc 493.5; found 493 (MH^; 
mp 164 "C (dec). 

Rf 0.48 (dichloromethane / methanol = 10/1). 
Example 54 

2-[l-(4.6-Difluoro.lH.bcn2imidazol-2yl)-l-hydroxy-ethyl]-7/-(2-(4-fluorophenoxy)ethyl3-3- 
methyl-3H-bcnzimidazol-5-carboxamide 
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TO a solution of sodium-me.a.p«ioda.e (1.47g; 6.89nunol) in water (20,nl) wa. added at 
^n. te^p^ature a .oluUon of example 53 (0.«r. I.3Sm»ol) in THP (20ml). foUowed by 
E„C1. (lOmg) and stirring was continued for 5 days. After addition of tsopropanol (2nU)^d 
«Wngfor30nun asat aq.NaCl solution pOOrnl) was added. T,>e mixture was e>=.ra=ted 
«i,h ethyl acetate (3 x ISOnU) and ti» combined organic layers were washed with sat a,. 
NaCl solution (lOOml). dried (MgSOO and evaporated in vacuo. The residue was 
chron^tograpedoversUicagel using ethyl acetate/eti^iao:! and ,0:1) as eluent. The 

product was fl>en crystallized torn diethyl ether . 
ricld: 030g(43% of theory); white crystals 

™ (200 DMSO^O: ^.15 (OH). 3.6US. 3H). 3.65 (, 2H. Wl^. ^ 

,^ H.). 6..4.7.22 (m. 7H). 7.72 (d. IH. 1=8 Hz), 7.80 (dd. IH, >5 and 0.5 Hz). 8.09 (d. IH. 

J=0.5Hz). 8.71 (t, IH. J=6 H2), 13.1 (br s, IH); 

MS pCimH.) C.H.F.N,0, m/e calc 509.5; found 510 (MH*); 

inp218°C; 

R,0.46 (elhyl aceSate/ etiiahol =40/3). 



lrF^ir.K4.6-difluoro-li/.benzin>idazol-2.yl)eM^^^^^ 
inethyl-3H-bcnzimidazol-5-carboxainide. 
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with a saL aq. NaHCO, solution (20ml). The aqueous layer was extracted with 
dichlororaethane (20ml) and the combined organic layers were washed with sat. aq. NaHCO, 
(20ml), sat aq. NaCl (20ml), dried (MgSO,) and evaporated in vacuo. The residue was 
chromatograped over silicagel using ethyl acetate as elucnt. 
Yield: 227mg (81% of theory); white crystals 

•H-NMR (400 MHz, DMSO-rf«): 2.38 (d, 3H. J=21Hz), 3.68 (q, 2H, J=6Hz), 3.75 (s, 3H), 
4.12 (t, 2H, J=6 Hz), 6.95-7.35 (m, 6H), 7.76 (d, IH, J=8 Hz). 7.84 (dd, IH, J=5 and 0.5 Hz). 
8.20 (d. IH, J=0.5Hz), 8.75 (t, IH, J=6 Hz), 13.6 and 13.8 (2 br s, IH); 
MS (ESI) C,6Hj,F4Ni02 m/e calc 511.5; found 512.3 (MH*); 
R, 0.73 (ethyl acetate / ethanol = 40/3). 

Example 56 

2-[l-(5-Fluoro-6-hydroxy-l/f-benzimidazol-2yl)ethyl]-iSr-[2-(4-fluorophcnoxy)ethyl]-3- 
methyl-3H-ben2mudazol-5-carboxamide. 



The preparation was carried out in analogy to example 5 startmg from example 26 A. 
Yield: 73% of theory. 

•H-NMR(200MHz,DMSO-rf«): 1.82 (d, 3H, J=7 Hz), 3.65 (q.2H. J=6Hz). 3.80 (s. 3H), 4. 
(t, 2H. J=6 Hz), 4.97 (q. IH. J=7 Hz). 6.90-7.22 (m, 5H). 7.28 (d. IH, J=10Hz). 7.65 (d, IH 
J=8 Hz). 7.76 (dd, IH. J=5 and 0.5 Hz). 8.10 (d, IH. J=0.5Hz). 8.68 (t. IH, J=6 Hz), 9.3 anc 
9.5 (2 br s. IH). 12.1 and 12.2 (2 br s. IH); 



F 
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MS (ESI) C,sHaF,N,0, m/c calc 491.5; found 492.1 (MHO; 
R^0.40 (dichloromethanc/ methanol / cone. aq. NH,= 9/1/0.1). 

Example 57 

2.[K4.6-Difluoro-lH-benzimida2ol-2-yl)ethyl]-//-[2-(4.fluorophcaox 
benzimidazol-5-carboxamide 




The pteparaL was carried out ia analogy to example 20 starting firom example 22A and 

example 7 A. 

Yield: 47% of theory. 

>H-NMR (200 MHz. DMSO^^: 1 .86 (d, 3H. J=7 Hz). 3.65 (q. 2H. J=6Hz). 4.10 (t. 2H. J=6 
Hz).4.75(q.lH. 1=^7 Hz). 6.94.7.35(m.6H).7.40.7.80(m.2H).7.95-8.20(m.lH). 8.68 (br 

s, IH). 12.65, 12.70, 12.86 and 13.18 (4 br s. 2H); 

MS (PCI/NH3) C«H«F3N,0, m/e calc 479.5; found 480 (MH*); 

Rf 0.23 (dichloromethanc /4ithyl acetate = 2/5). 

Example 58 . « ,v n -j 

;;5:a::;^muorophenoxy)e*yl].2-[l<S-fluor^^^^^^^ 

methyl-3H-benzimidazol-5-carboxanude. 

F 



F 



H 





The preparaUon was carried cut in analogy to example 5 starting from example 25A. 
Yield: 91% of theory. 
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'H-NMR (200 MHz, DMSO-d^): 1.82 (d. 3H, J=7 Hz). 3.68 (q. 2H. J=6Hz). 3.79 (s, 3H). 4.12 
(t. 2H. J=6 Hz). 4.97 (q. IH. J=7 Hz). 6.90-7.35 (m. 5H). 7.64 (d. IH. J=8 Hz). 7.76 (dd. IH. 
J=5 and 0.5 Hz). 8.10 (d. IH. J=0.5Hz). 8.72 (t. IH, J=6 Hz). 9.5 (2 br s. IH). 12.1 (br s. IH); 
MS (DCI/NH,) Cj^HjjFjNjO, m/e calc 509.5; found 510 (MH*); 
0.06 (dichloromethane / ethanol = 20/3). 

Example 59 and 60 

Example 59: Enantiomer Aof2-[l-(4.6-Difluoro-lf/-benzinudazol-2-yl)ethyl]-A^^^^ 

fluorophenoxy)ethyl]-3-methyl-3/f-benzimidazol-5-carboxamide 

Example 60: Enantiomer B of 2.[K4.6-DmuoM,lH.benziimdazol-2-yl)ethyl]-^^^^^ 

fluorophenoxy)ethyl]-3-methyl-3H-benzimidazol-5-carboxaimde 




Example 53 (300mg; 0.61mmol) was separated into enantiomers by chiral HPLC (Daicel 

Chiralpak AS 10^un. 250 x 20 mm. cluent: iso-hexane (85%) / acetonitrile : isopropanol (2:8. 

1 5%); flow 1 5ml/min; T = 30"'C; detection at 230nm) 

Enantiomer A: yield: 120mg (40% of theory); white crystalline soUd; 

enantiomeric excess > 99% 

Retention time: 7.11 min 

Enantiomer B: yield: 1 17mg (39% of theory); white crystalline soUd; 
enantiomeric excess > 98% 
Retention time: 8.75 min 

Example 61 

2.tK4.6-Difluoro-lH-benzimidazol-2-yl)ethyl]-W.[2<2.4-difluorophenoxy)e^^ 
3//-bcnzlmidazol-5-carboxamidc 
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The preparation was carried out in analogy to example 20.starting from example 7A and 

example 2 1 A. 
Yield: 54% of theory. 

.H-NMR(200MHz.DMSO-^.):1.85(d.3H.I=7Hz).3.68(q.2H,J==6Hz).^ 

(t. 2H, J=6 Hz). 4.98 (q. IH. J=7 Hz). 6.95-7.35 (m. 5H). 7.64 (d. IH. J=8 Hz). 7.76 (dd. IH. 

J=5 and 0.5 Hz). 8.10 (d. IH. J=0.5Hz). 8.71 (t, IH. J=6 Hz). 13.0 (br s. IH); 

MS (ESI) C,,H,,F,N,0, m/e calc 511.5; found 512.4 (NflT); 

mp 138-139 "C (dec.). 

Rf 0.66 (dichloromethane / methanol = 10/1). 



Example 62 « t. i ocr 

2-UK4,6-Dmuoro-lH-benzinudazol.2.yl)=thyl>//-P-(4-fl^^^^ 

benzimidazol-5-carboxamide 

F 





The preparation was carried out in analogy to example39startingfromexamplel2Aand3- 
axnino-l-(4-fluorophenyl)propane (US 4533655) 

Yield: 79% of theory. ^ , , -ixn Rl 

.H.NMR(200 MHz. DMSO-..): 1.75-1.95 (m. 5H).2.52 0.2H. J=«Hz).3.30 (m. 310.3.81 
("r4,S(,.lH.,>VH.,,..94.7.30Cn..H,,7.«(.,lH...8H.).7.7a(d..lH.,-5an. 

0.5 m. S.08 (d. IH. J=0.5Hz). 8.48 (t. IH. W Hz). 12.9 (br IH); 
MS (ESI) C„H„F,N,0 m/e calc 49 1.5; found 4923 (MHO; 
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m.p.220-222»C; 

Rf 0.24 (dichloromethane / methanol = 20/1). 
Example 63 

7/.[2-(4-Cyanophenoxy)cthyl]-2-[l-(4,6-dinuoro-lH-beazimidazol-2-yl)ethyy 
bensdmidazol-S-carboxamide. 





CN 



the preparalion was cairitd out ia analogy to e:taniple 39 starting ftom example 12A and 
example 20 A. 

'Weld: 82% of theory; white solid. 

«H-NMR (200 MHz. DMSO-cf,): 1.85 (d. 3H. J=7 Hz), 3.71 (q. 2H, J=6Hz). 3.81 (s, 3HD. 4.33 
(t, 2H. J=6 Hz). 4.98 (q. IH. J=7 ife). 6.94-7.20 (m. 3H). 7.35 (d. IH. J=8Hz). 7.60-7.80 (m. 
4H), 8.10 (d, IH, J=a5Hz), 8.71 (t. IH, 1=6 Hz), 12.9 (br s. IH); 
MS (D.CI/NH3) C,,H„FjN«0, m/e caic 500.5; found 501 (MH*); 



Example 64 

2-[K4.6-Difluoro-l-methyl-lH-benzimidazol-2-yl)ethyl]-//-[2-(^^^^ 
methyl-3/f-benzimidazol-5-carboxanude 

F 

Hxe preparation was carried out in analogy to example 39 starting from example 30A and 

example 18 A. 
Yield: 59% of theory. 
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•H-NMR (200 MHz. DMSO-^.): 1.82 (d. 3H. J=7 Hz). 3.65 (s.3H). 3.68 (q. 2H. J-6Hz),3.78 
(s 3H). 4.12 (t. 2H. J=6 Hz). 5.15 (q. IH. J=7 Hz). 6.95-7.20 (m. 5H). 7.39 (dd. IH. J=8 and 
iHz). 7.61 (d. IH. J=8 Hz). 7.75 (dd. IH. J=5 and 0.5 Hz). 8.12 (d. IH. J=0.5Hz). 8.70 (t. IH. 
J=6 Hz), 12.9 (br s. IH): 

MS (DCI/NH3) C,,H„F3N,0, m/e calc 507.5; found 508 (MHO; 
mpn8»C; 

Rf 0.22 (dichloromethane / methanol = 20/1). 



Example 65 

2.[l<4.6-Difluoro-3-methyl-3/f-benziimdazol.2yl)ethyll-//-[^^^^ 
methYl-3H-benzmudazol-5-carboxamide 

F 




The preparalu was caxried out in analogy to example 39 starting from e^^^^ 
example 18 A. 

Yield: 59% of theory. . , 1 01 

•H-NMR (200 MHz, DUSO^y. 1.82 (d. 3H. J-7 Hz). 3.65 (q, 2H. I-6Hz), 3.75 (s.3H) 3.81 
(s.3H,,4.12CaH.I-6Hz,5..4(,.lH.;.7Hz,6.95.7.2U.n,5H).7.30(.d^^^^ 
IHz), 7.6. (d. IH. >8 HZ). 7.73 (dd. IH. 1-5 and 0.5 Hz). 8.10 (d, ,H. M.SHz). 8.68 (. IH. 
J=6Hz), 12.9 (brs. IH); 

MS (ESI) C,,H„F3N30, m/e calc 507.5; found 508 (MH*); 
mp232»C; 

Rf 0.61 (dichloromethane / ethanol = 20/1.5). 



Example 66 



5W4.Fluot.be..oyl)piperidina.ylcarbonyll-3-mcM-2HK4.5.7-«n^^^^^ 
bcn2imidazol-2-yl)ethyl)-3H-bcii2imidaxole 
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O 



The preparation was carried out in analogy to example 39 starting from example 1 1 A and 1- 
(4-fiuoroben2oyl)piperidine hydrochloride. 
Yield 66% of theory, colorless powder 

'H-NMR(300 MHz. DMSO-^4): 1.82-1.92 (m.4H), 1.90 (d, 3H, 5=73 Hz), 3.01-3.14 (m. 

2H), 3.44-3.52 (m. 2H). 3.89 (s, 3H). 4.32-4.5.a<m, IH), 4.92 (q. IH. J=7.2 Hz), 6.81-6.91 (m, 

IH), 7.16 (t, 2H. J=8.6 Hz). 7.33 (dd. IH. J=1.4, 8.3 Hz). 7.53 (d, IH, J= 0.7 Hz). 7.72 (d IH, 

J=83 Hz), 7.96-8.01 (na. 2H). 12.20 (br s, IH); 

MS (ESI) CjoHaF^N^Oj m/e calc 563.6; found 564 (MH*): 

mpm-CCdec); 

Rf 0.44 (ethyl acetate / methanol = 10/1). 
Example 67 

3-Methyl-5-(l,2,3.4-tetrahydroisoquinolin-2-yl)carbonyl-2-[l-(4,6,7-trifiuoro-lH- 
b«n2amidazol-2-yl)ethyl]-3i/-bcnzimidazole 




The preparation was carried out in analogy to example 39 starting from example 1 1 A and 
1 ,2,3 ,4-tetrahy droisoquinoline. 

•H-NMR (300 MHz, CDCl,): 1.91 (d. 3H, J=7.3). 2.94 (br s, 2H). 3.50 - 4.12 (br s, 2H). 3.8 

(s. 3H), 4.58 -4.95 (br s. 2H),4.92 (q, IH. J=7.3 Hz). 6.82 - 6.91 (m. IH). 7.18 (br s. 4H), 7.: 

(dd. IH, J=8.3, 1.5 Hz). 7.56 (s. IH). 7.77 (d, IH, J=8.3Hz), 12.06 (br s. IH); 

MS (ESI) CjjHuFjNjO m/e calc 489.5; found 490 (MH*); 

mp 23 1 - 232 "C (dec); 1^0.24 (ethyl acctote / methanol = 9/1). 
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example 68 

5.[4-(4-Fluorophenyl)piperazin-1yicarbonyll-3-methyl-2-[(4.5J-tri^ 
benzimidazol-2-yl)methyI]-3H-benzimidazole 




O 



To a cooled (0 "C). stirred suspension of example 11A (0.50 g. 1.388 mmol) in N.N- 
dimethylformamide (10 mL) was added H4.fluorophenyl)piperazine (0.26 g. 1.457 
mmol). N-(3-dimethylaminopropyl)-N'-ethylcarbod.imide hydrochloride (0.29 g. 
1 527mmol). 1-hydroxybenzotriazole (0.24 g. 1.804 mmol) and N-methylmorphol.ne 
(0 lag. 1 .735 mmol). The mixture was stirred at room temperature for 16 hours. The 
reaction mixture was concentrated in vacuo, the residue was taken up in water and 
ca,de product was collected by filtration. Purification was carried out by s.Uca gel 
column chromatography (dich.oromethane / methanol = 100 : 7 as eluent) to g.ve 5- 
t4.(4.fluorophenyl)piperazin-1ylcarbonyn-3-methyl-2-[^ 

benzimidazo..2-y.)methyn-3H-benzimidazo,e (0.510g) as a s,.gh«y brown soUd. A 
sample (310mg) was recrystallized from ethanol. 
Yield- 0 223g (30% of theory), grey crystals. 

'^NMR (200 MHZ. DMSO-de): 3.12 (cm. 4H). 3.68 (cm. 4H). 3.88 (s. 3H, 4.65 s^ 
2H) 6.9S-7.43 (m. 6H). 7.62 (d. 1H, .=8Hz). 7.70 (d. 1H. .=0.5Hz). 13:65 (br s. 1H). 
MS (DCI/NH3) C^rH^F^NeO m/e calc 522.5; found 523 (M-H ); 
m.p. >250'C : 

Rf 0.59 (dichloromethane / methanol = 100:7). 
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Examples 69 and 70 

Example 69: Enantiomer A of .5-[4-(4-fluorophenyl)pipera2in-l-ylcarbonyl]-3-methyl-2-(l- 
(4,5,7-trifluoro-lif-benzimidazol-2-yl)ethyl]-3/f-benzimidazole 

Example 70: Enantiomer B of 5-[4-(4-fluorophenyI)pipera2in-l -ylcarbonyl]-3-methyl-2-[l - 
(4,5,7-trifluoro-liy-ben2imida2ol-2-yl)ethyi]-3H-ben2imida20le 

F 



Example 6 (200 mg; 0.373 mmol) was separated into enantiomers by chiral HPLC (Daicel 
Chiralpak AS 10 jim, 250 x 20 mm, cluent: iso hexane (85%) acetonitrile : isopropanol (2:8. 
15%). flow 10 ral/min; T - 25 "C; detection at 225 nm) 
Enantiomer A: yield 83 mg (40% of theory); white crystalline solid; 





F 



enantiomeric excess > 98.5% 
Retention time 6.57 min. ^ 



Enantiomer B: Yield: 91 mg (43% of theory); white crystalU 



enantiomeric excess > 98.5% 
Retention time 9.25 min. 
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CLAIMS 

1 . A compound of the general formula (I) 




0) 



in which 

R\ R\ and are identical or different and represent hydrogen, hydroxy or halogen, 

and R' are identical or different and represent hydrogen, straight-chain or branched (Ci-C^)- 
alkyl, 

R^and R\are identical or different and represent hydrogen, straight-chain or branched 

(Ci-CfiVallcyl, hydroxy, halogen, or straight-chain or branched (C,-C6)-alkoxy, 

R^ R'°and R^^ are identical or different and represent hydrogen, halogen, nitro, cyano or 

trifluoromethyl, 

and 

A represents a residue of the formula 




wherein 

R*2 and R'^ are identical or different and denote hydrogen, halogen, nitro, cyano, 
straight-chain or branched (C, - C6)-alkyl or (C, - C6)-alkoxy, or hydroxy, 

or 

A represents a non-aromatic 5- to 7-membered N-heterocycle which is bound over the nitrogen 
atom and which optionally contains an oxygen atom or a residue -NR'^ or -CH-R*^ 



wo 00/20401 



PCT/JP99/05319 



122 



wherein R^'^and R'^ are identical or different and denote hydrogen, (C3 - Cg)- 
cycloalkyl, or denotes straight-chain or branched (Ci - C4)-alkyl, which is optionally 
substituted by (Cg - C,o)-aiyl, 

or denote (Cg - CioHryl or a 5- or 6-inembered aromatic or non-aromatic heterocycle 
having up to 3 heteroatoms from the series comprising N, S and/or O, and which, in 
the case of the non-aromatic heterocycle, is optionally bound over the nitrogen atom 
and wherein the aryl and the heterocycle are optionally mono- to tri-substituted by 
identical or different substitutents from the series comprising halogen, nitro, cyano, 
hydroxy, trifluormethyl or a residue of the formula -NR'^ R", 
in which 

R** and R*^ are identical or different and denote hydrogen, straight-chain or branched 
(Cr C4)-alkyl or (C, - C4) acyl, or --SO2-CF3. or R'* and R" fom together with the 
nitrogen atom a non-aromatic 5- to 7-membered heterocycle, optionally further having 
an oxygen atom or -NH, 
or 

R** denotes a residue of the formula -SO2-R'', 
in which 

R** denotes (Cg - Cio)-aryl. or straight-chain or branched (Ci - C4)-alkyl, 

or 

A represents a residue of the formula -NR^^^, 
. in which 

R'^ denotes hydrogen or straight-chain or branched (Cj - C4)-aIkyl, 
R^ denotes a residue of the formula -D-E-R^\ 
in which 

D denotes a straight-chain or branched (C, - C6)-alkyl chain, 

E denotes an oxygen atom or a bond 

and 

R^^ denotes (Cg - C,o)-aryl or a 5- or 6-membered aromatic heterocycle having up to 3 
heteroatoms from the series comprising N, S and/or O, 

which are optionally mono- to tri-substituted by nitro, cyano, halogen, tetrazolyl or by 
a residue of the formula -NR^R^, 
in which 

R" and R^ are identical of different and denote hydrogen, straight-chain or brandied 
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(C, - C6)-acyl or (C, - Q)-alkyl, or denotes hydrogen and denotes -SOj-CF,, 
or its tautomeric or stereoisomeric form, or its physiologically acceptable salt. 

2. A compound as claimed in claim 1 

in which 

K\ R^ and R^are identical or different and represent hydrogen, hydroxy or fluorine. 

wherein at least one of the above mentioned substituents R', R^ R' or R" is different 

from hydrogen, 

and R« are identical or dififerent and represent hydrogen, methyl, ethyl or isopropyl, 
R^and R^ are identical or different and represent hydrogen, straight^hain or branched {CrC,)- 
alkyl, hydroxy, or fluorine, 

R', R»°and R" are identical or different and represent hydrogen, fluorine, chlorine or cyano, 
and 

A represents a residue of the formula 

O 
ti 





H 




wherein 

R" and R'^ are identical or different and denote hydrogen, fluorine, chlorine or cyano. 
K'\ R'* and R" are identical or different and denote hydrogen, cyclopropyl, 
cydobutyl, cyclopentyl, cyclohexyl, cycloheptyl, or denote straight-chain or branched 
(C, - CjValkyl, which is optionally substituted by phenyl, 

or denote phenyl, pyrimidyl. pyridyl or piperidinyl. which are optionally substituted 
by fluorine, chlorine, nitro, cyano or a residue of the formula -NR"R", 
in which 
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R** and R'^ are identical or different and denote hydrogen, straight-chain or branched 

(Ci - C3)-alkyl or (C, - C3)-acyl, or -SOrCFj. 

or 

R^^ denotes a residue of the formula -SO2-R'', 
in which 

R'* denotes phenyl, or straight-chain or branched (C, - Cj^alkyl, 

or 

A represents a residue of the formula -NR^^^, 
in which 

R'' denotes hydrogen, or straight-chain or branched (Cj - C3)-alkyl 
and 

R^ denotes a residue of the formula D-E-R^*, 
in which 

D denotes a straight-chain or branched (C, - C5)-alkyl chain, 

E denotes an oxygen atom or a bond 

and 

R^' denotes phenyl or pyridyl, which are optionally monosubstituted or disubstituted 
by nitro, cyano, fluorine, chlorine, tetrazolyl or by a residue of the formula -NR^^R^, 
in which 

R^ and R^ are identical of different and denote hydrogen, straight-chain or branched 
(C, -C3)-acyl, or R^ denotes hydrogen and R" denotes -SO2-CF3, 
or its tautomeric or stereoisomeric form, or its physiologically acceptable salt. 

3. A compound as claimed in claim 1 

in which 

K\ R\ R^ and R'are identical or diflferent and represent hydrogen, hydroxy or fluorine, 

wherein two or three of the above mentioned substituents K\ R' R' or R^ are different 
firom hydrogen, 

R^ and R' are identical or different and represent hydrogen, methyl or isopropyl, 

R* and R' are identical or different and represent hydrogen, or straight-chain or branched (C, - 

CjValkyl, hydroxy, or fluorine, 

R^, R^*^ and R" are idenUcal or different and represent hydrogen or fluorine, 
and 
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A represents a residue of the formula 



or 




H 





q N— R' \ / or \ / 



— N 



wherein 

R" and R" are identical or different and denote hydrogen or fluorine 
and 

K'\ R'"' and R'* are identical or different and denote hydrogen, cyclopentyl, 
cydohexyl, cycloheptyl. or denote straight-chain or branched (C, - C,H\kyl, which is 
optionally substituted by phenyl, or denote phenyl, pyrimidyl, pyridyl or piperidinyU 
which are optionally substituted by fluorine, nitro, cyano or residue of a formula - 

NR'*R", 
in which 

R'« and R" are identical or different and denote hydrogen, straight-chain or branched 

(C, - CjVaUcyl, or -SO2-CF3. 

or 

R'* denotes a residue of the formula -SO2-R". 
in which 

R" denotes phenyl or methyl, 



A rq)resents a residue of the formula -NR"R*' 
in which 

R" denotes hydrogen or methyl 
and 

R~ denotes a residue of the formula -D-E-R^'. 
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in which 

D denotes a straight-chain or branched (Ci - C4)-aikyl chain, 

E denotes an oxygen atom or a bond 

and 

R^^ denotes phenyl or pyridyl, which are optionaUy monosubstituted or 
disubstituted by nitro, cyano, fluorine, tetrazolyl or by a residue of the formula 

in which 

R^ and R" are identical or different and denote hydrogen, straight-chain or branched 
(C, - C3)-acyl, or R^ denotes hydrogen and denotes -SO2-CF3, 
or its tautomeric or stereoisomeric fonn, or its physiologically acceptable salt. 

4, A compound as claimed in claim I 

in which 

K\ R^ R' and R^are identical or different and represent hydrogen or fluorine, 

wherein two or three of the above mentioned substitutcnts K\ R^ R' or R' are 
different from hydrogen, 

R^ denotes hydrogen and R' denotes methjH, 

and are identical or different and represent hydrogen, methyl or fluorine, 

R^ R*° and R" are hydrogen, 

and 

A represents a residue of the formula 
wherein 

R^** denotes phenyl which is optionally substituted by fluorine, cyano or 
-NHSO2CF3, 

or 

A represents a residue of the formula -NR*^^, 
in which 

R" denotes hydrogen, 

R^ denotes a residue of the formula -D-E-R^*, 
in which 
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D denotes (CH2)2- , 

E denotes an oxygen atom 

and 

R^' denotes phenyl which is optionally monosubstituted or disubstituted by fluorine or 
cyano, 

or its tautomeric or stereoisomeric form, or its physiologically acceptable salt. 

5. A process for the preparation of a compound of the general formula 0) 

R^ 

in which 

R*, R\ R^ and R^ are identical or different and r^resent hydrogen, hydroxy or halogen, 

R' and R» are identical or different and represent hydrogen, or straight-chain or branched (Q- 

C4)-alkyl, 

and are idenUcal or different and represent hydrogen, straight-chain or branched 
(C,-C6)-alkyl, hydroxy, halogen, or straight-chain or branched (C,-C6)-alkoxy, 
R^ R^^and R** are identical or different and represent hydrogen, halogen, nitro, cyano or 
trifluoromethyl, 
and 

A represents a residue of the formula 



O 




13 




wherein 
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R^^ and R*^ are identical or diflferent and denote hydrogen, halogen, nitro, cyano, 
straightK:hain or branched (Ci - CeValkyI or (Ci - Cfi)-alkoxy, or hydroxy, 

or 

A represents a non-aromatic 5- to 7.mcmbered N-heterocycle which is bound' over the nitrogen 
atom and which optionally contains an oxygen atom or a residue -NR'^or -CH-R^^ 

wherein R'^ and R" arc identical or different and denote hydrogen, (C3 - Cg)- 
cycloalkyl, or denotes straight-chain or branched (Ci - C4)-alkyl, which is optionally 
substituted by (Cg - Cio)-aryl, 

or denote (Ce - C|o)-aryl or a 5- or 6-membered aromatic or non-aromatic heterocycle 
having up to 3 heteroatoms from the series comprising N, S and/or O, and which, in 
the case of the non-aromatic heterocycle, is optionally bound over the nitrogen atom 
and wherein the aryl and the heterocycle are optionally mono- to tri-substituted by 
identical or different substitutents from the series con^nsing halogen, nitro, cyano, 
hydroxy, trifluormethyl or a residue of the formula -NR*** R", 
in which 

R'* and R" are identical or different and denote hydrogen, straight-chain or branched 
(Cr C4)-alkyl or (C, - C4) acyl, or -SO^-CF,, or R** and R" form together with the 
nitrogen atom a non-aromatic 5- to T-membered heterocycle, optionally further having 
an oxygen atom or -NH, 
or 

R*^ denotes a residue of the formula -SOj-R^', 
in which 

R^** denotes (Cg - Cia)-aryl or straight-chain or branched (C, - C^-alkyl. 

or 

A represents a residue of the formula -NR*^^, 
in which 

R^' denotes hydrogen, or straight-chain or branched (C| - C4)-alkyl, 
R^ denotes a residue of the formula -D-E-R^\ 
in which 

D denotes a straight-chain or branched (Ci - CfiValkyl chain, 

E denotes an oxygen atom or a bond 

and 

R^' denotes (Cg - C,o)-aryl or a 5- or 6-membercd aromatic heterocycle having up to 3 
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heteroatoms from the series comprising N, S and/or 0, 

which are optionally mono- to tri-substituted by nitro, cyano, halogen, tetrazolyl or by 
a residue of the fonnula -NR^R^, 
in which 

R^ and R" are identical of different and denote hydrogen, straight-chain or brandied 
(C, - Q)-acyl or (C, - C6)-aIkyl, or R^ denotes hydrogen and R^ denotes -SO2-CF3, 

or its salt 
comprising that 

[A] a compound of the general formula GO 




in which 

R' R^ B? R^^ R^, R*, R\ R*, R', R'*^ and R" have the above mentioned meaning, 
or its reactive derivative on the carboxyl radical 

is reacted in an inert solvent with a compound of the general formula (III) 




or 



[Bl a compound of the general formula (IV) 

T>7 




(IV) 



in which 

K\ R^ R^ R\ R^ R* and R' have the above mentioned meaning, and R^^ denotes straight-chain 
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or branched (Cj - CgValkyl, 

is reacted in an inert solvent with a compound of the general formula (V) 



411 



10 



(V) 



in which 

R®, R^ R***, R" and A have the above mentioned meaning, 
or 

[C] in the case where and are fluorine in the general formula (I), 
first a compound of the general formula (V) 



(V) 




in which 

R*, R^, R^*^, R" and A have the above mentioned meaning, 
is reacted with a compound of the formula (VI) 

^^T^COzH (VI) 

H02C 

together with the s5rstem consisting of reagents vdiich can facilitate this reaction in an inert 
solvent to pr^are a cotTq>ound of the general formula (Vila and/or Vllb) 
P« 1,9 ^ R* O 

^^^^ H,nAJ.^.o" (Vna) /.^XJ^,^ (Vllb) 

Jll H02C i." 



in which 

R®, R', R'^ R" and A have the above mentioned meaning. 
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and in the second step is reacted with a compound of the general fonnula (VUI) 



NH2 



R^ 



in which 

R', R*, R'' and R*have the above mentioned meaning, 
with the above mentioned system and finally with acetic acid. 



or 



[Dl in the case where A in the general formula (I) is a residue of the fonnula -NR"R» in 
which is hydrogen and R** U a residue of the following formula 



D-E-R^* 
N^NH 

in vrhich 

D, E and R^' have the above mentioned meaning, 
a compound of the general formula (II) 

r5 ^6 K'\ 




(H) 



R» 

R^ 



in which 

R* R* R* R\ R', R*. R\ R*. R'. R"* R" *® above mentioned meaning, 
or its reactive derivative on the carboxyl radical 
is reacted in an inert solvent with a compound of the general formula (K) 



NH2-D-E-R^* 

,(CH2)2— CN 

N N 
N=N 



(DC) 
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in which 

D, E and R^' have the above mentioned meaning, 
to prepare a compound of the general formula (X) 




in which 

R\ R\ R^, R\ R*, R*, R^, R*, R^ R'^ R", R^', D and E have the above mentioned meaning, 
and in the last step the residue -(CH2)rCN is eliminated in the presence of a base, 
or 

[E] in the case where R^ is fluorine or hydroxy and R^ is alkyl in the general formula (I), 

a compound of the general formula (I) in which R* is hydrogen and R^ is alkyl, 

is reacted first in the system of NalO^ and RuClj in an inert solvent to prepare a compound of the 

general formula (I), in which R* is hydroxy, and optionally in the second step is reacted with 

{Cjtlsyjt^SF^ in an inert solvent to prepare a fluorine substituted derivative 

and further optionally in the case of R^ and/or R' is not hydrogen, followed by alkylation 

reaction. 

6. A pharmaceutical con^)osition containing a compound of the general 

formula (I) 
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in which 

R' R^ R' R** R* R*. R', R*. R*. R'**' ^" A are the same meanings defined in claim 1, 
or'its tautomeric or stereoisomeric fonn, or its physiologically acceptable salt as an active 
ingredient and a phaimaceutically acceptable carrier. 

7. A method of treating diseases associated with tryptase activity which 

comprises administering to a patient an effective amount of a compound of the general formula 

(D 







r' 














r" 


V 







o 



0) 



R^ 
in which 

R' R' R' R^ R*. R*, R', R'. R'. R'*' R" and A are the same meanings defined in claim 1,. 
or its tautomeric or stereoisomeric form, or its physiologically acceptable salt. 

8. A method of treatuig asthma, aUergic rfiinitis. allergic conjunctivitis or 

allergic dermatitis which comprises administering to a patient an effective amount of a 
compound of the general formula (I) 

r' O 



(D 




in which 

B} R"* R^ R*, R\ R*. R**^* ^ ^""^ ^^^^ meanings defined in claim 1, 
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or its tautomeric or stereoisomeric form, or its physiologically acceptable salt. 




in which 

R\ R^, R^, R\ R*, R*, R\ R*, R^ R^^ R" and A are the same meanings defined in claim 1, 

or its tautomeric or stereoisomeric fonn, or its physiologically acceptable salt for treating 

diseases associated with tryptase activity. 

10. Use of a compound of the general formula (I) 




K\ R^ R', R^, R*, R^ R', R\ R', R'°, R" and Aare the same meanings defined in claim 1, 

or its tautomeric or stereoisomeric form, or its physiologically acceptable salt for treating 

asthma, alleigic rhinitis, alieigic conjxmctivitis or alleigic dermatitis. 
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